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Mr. F. Terry McNamara

Bayer Corporation

Anmimal Health, Agriculture Division
P, O. Box 390

Shawnee Mission, KS 66201

Subject: CRP Testing for New Advantage Products
Advaniage Plus 9 11556-REA
Advantage Plus 10 11336-REI
Advantage Plus 20 T1556-REL
Advantage Plus 18 11356-REQ
Advantage Plus 55  11556-RET
Advangage Plus 100 11556-RGN
Your Submission date, November 13, 2002

Dear Mr, McNamara;

The Agency has received and reviewed your Child Resistant Packaging (CRP) study
protocol for all six of the above listed products. After careful review, there are a number of
questtons/clarifications concerning the testing protocols. A copy of the results are attached.
Please review the results and resubmit in accordance with the directions giver by Dr. Gross.
If I can be of assistance in anyway, call me at 703 305-5409.

Singerely,

Dani Daniel
Insecticide/Rodenticide Branch
Registration Division 7505C

Attachment:

Intemo! Address (URAL} « hitp:iAwww.opa.gov
Rocyclad/Recyclabie » Prinlad with Vagaiablo Oll Based Inks on Racycied Paper (Minlmurm 25% Postconsumer) 2




CHILD-RESISTANT PACKAGING REVIEW
Technical Review Branch

IN __12/03/02 QUT _12/11/02
Reviewed by Rosalind L. Gross 12/11/02

EPA Reg. No. or File Symbol 115566-REA, 11856-REl 11556-REL, 11556-RET,
11656-RGN, 11556-REQ

DP Barcode D287000, D287001, D287003, D287004, D287005,_D287006

EPA Petition or EUP No.

Date Division Received _ 11/18/02

Type Product(s) Insecticide
Data Accession No(s).

Product Mgr./Chemical Review Mgr/Contact Person PM 04 ( Helen Daniel)
Division RD

Product Name(s) _Advantage Plus 8 for Cats, Advantage Plus 10 for Dogs, Advantage
Plus 20 for Dogs, Advantage Plus 55 for Dogs, Advantage Plus 100 for Dogs,
Advantage Pius 18 for Cais

Company Name(s) Bayer Corp

Submission Purpose Review protocoi testing scheme for child-resistant
effectiveness test and senior adult use effectiveness test
along with other requirements to fulfill CRP requirements for
this product

Active Ingredient(s), PC code, & % imidacioprid 9.1%

Summary

The child resistant effectiveness and senior adult use effectiveness test
protocols submitted for these 6 products resuited in a number of questions/cianfications
regarding the product such as what was the actual child-resistant package (CRP), what
was the definition of a child failure, etc. The result was a telephone conference call on
12/5/02 with the registrant and the CRP testing organization (see attached
guestions/clarifications) and a 12/8/02 foillow-up telephone call between Rosalind L.




Gross, EPA and Dr. Harish Chopade, Bayer. The conclusion of the aforementioned
conversations and the review of the child resistant effectiveness and senior aduit use
effectiveness test protocols submitted for these 6 products is that either the blister or
the tube itself must be child-resistant. All three size tubes and both package
sizes for each tube size must be tested. The exception is the 1 m} or less tube size
requires CRP only if at least 9 tubes are in a retail package. However, unless the
packaging for the one ml or less tube gizes is in a different package {not just a
different color), but a different design/style than the CRP gizes it wil! also have to
be tested. A bracketing scheme with prior Agency approval is suggested.

A new submission with a testing scheme for the three tube sizes and the two
package sizes should be approved prior to testing. Samples of the package to be
used for CRP testing must be provided. For the CRP requirements for this product to
be met the data for the child resistant effectiveness and senior aduit use effectiveness
tests must be submitted both electronically in accordancewith PR 87-8 and a
hardcopy, also a CRP certification needs to be submitted.

Some of the problems with the submission are:

1. The chart of the number of tubes representing a failure for child test submitted
by the registrant is incorrect. This must be corrected.

2. Testing one tube size (4.0mi} in one package size (6 tubes) is insufficient.
Potentially 6 packages need to be subjected to CRP testing. A bracketing
scheme with prior Agency approval is suggested.

3. The tube itself or the blister must be the child-resistant package rather than a
combination of the two being the child-resistant.

4. Note labeling indicating this is a single use tube must be provided to the Agency.

5, If the blister is the package tested for CRP: The children are given the number
of blister cards that represent a toxic or hanmful amount of product at the
beginning of the test (e.g. 1 m! tube size or less 2 blister cards for access to at
least 8 tubes). A blister/package failure is access/potentiai to the tube, the
tube does not have to be physically removed from the blister or opened._If the
tube is the package tested for CRP: The children are given the number of tubes
that represent a toxic or harmful amount of product at the beginning of the test
(e.g. 1 mi tube size or less access to at least 9 tubes with a maximum of 12
tubes). A tube/package failure is access/potential to the contents of the
tube in whole or in part, which means even a pinhole size opening in the tube
is a failure since the product is a liquid. A child failure needs to be correctly
defined in each test report based on the tube size and the number of tubes




given to the child to represent a toxic or harmful amount in that test (e.g.1 ml
tube size or less access to at least 9 tubes). The package demonstration of
how to open a package by the taster {child test protocol item 25) and the
definltion of a package failure {child test protocol item 30) need to be
adjusted dependent on whether the blister or the tube is the CRP.

8. if the blister is the package tested for CRP: The senior test needs to be
modified to reflect the need only to remove the tube from the blister. A package
failure needs to be definad. If the tube is the package tested for CRP: The
senior test needs to be modified to reflect the need only to remove the product
from the tube. A package failure needs to be defined.

Analysis of Data and Discussion

Product/Package information

The registrant indicated the product is to be marketed in 3 tube sizes which are:
one tube size for the 0.4, 0.8, and 1 mi, a second tube size for the 2.5 ml, and a third
tube size for the 4.0ml. The product is to be marketed for all three tube sizes in a 4
tube package and a 6 tube package. Testing one tube size (4.0ml) in one package
size (6 tubes) is insufficient. Potentially 6 packages need to be subjected to CRP
testing. A bracketing scheme with prior Agency approval is suggested.

Based on toxicity the tube size for 1 ml or tess requires CRP only if at least 9
tubes are in a retail package. However, unless the packaging for the one ml or ess
tube sirzes is in a different package (not just a different color), but a different
design/style than the CRP sizes it will also have to be tested. This requirement is
based on the fact that using the same package for all three tube sizes constitutes
voluntary use of CRP, which per 40 CFR 157.30 is required to meetthe'same
standards as mandatory CRP.

The package for each of the tube sizes and package sizes consists of a single
use tube in a blister package. For the dog products the blister package is then placed
in an outer cardboard carton, for the cat products the blister package is placed on a
cardboard card. The tube itself or the blister must be the child-resistant package
rather than a combination of the two being the child-resistant. The rationale for
this statement is that the tube is the immediate package and the biister is once

-removed from the immediate package. Both the blister and the outer cardboard carton
(in the case of dog products) are considered to be secondary packaging. 40 CFR
157.27 Unit packaging allows for either the unit package (the tube in this instance) or
the outer package (the blister in this instance) to be CRP. Note labeling indicating
this is a single use tube must be provided to the Agency.




Toxicity Data

The registrant indicated an oral LD,, of 1283 mg/kg in male rats and t000mg/kg
in female rats. Based on a worst case scenario the registrant decided to use the
female rat oral LDg, of 1000mg/kg. The toxic or harmful amount of product for a 25 Ib
{11.4kg) child using the oral LD, 19/kg and product specific gravity of 1.082¢/ml is
11.4g = 10.44ml. Based on the toxic or harmful amount of 11.4g or 10.44ml of product
the number of tubes used for a failure based on tube size is as follows:

tube size # of tubes a failure for child

{mil) test

0.4 27 (therefore access to 8
tubes is a failure)

0.8 14 {therefore access to 9
tubes is a failure)

1.0 11 {therefore access to 9
tubes is a failure)

25 5

4.0 3

The chart of the number of tubes representing a failure for child test submitted by
the registrant is incorrect. it must be corrected.

hild Test

If the blister is the package tested for CRP: The children are given the number
of blister cards that represent a toxic or harmful amount of product at the beginning of
the test (e.g. t ml tube size or less 2 blister cards for access to at least 9 tubes). A
blister/package failure is access/potential to the tube, the tube does not have to be
physically removed from the blister or opened. If the tube is the package tested for
CRP: The children are given the number of tubes that represent a toxic or harmtul
amount of product at the beginning of the test {(e.g. 1 ml tube size or less access to at
least 8 tubes with a maximum of 12 tubes). A tube/package failure is
accessipotential to the contents of the tube in whole or in part, which means even
a pinhole size opening in the tube is a failure since the product is a liquid. A child
failure needs to be correctly defined in each test report based on the tube size and
the number of tubes given to the child to represent a toxic or hammful amount in that test
{e.g.1 m! tube size or less access to at least 8 tubes). The package demonstration of
how to open a package by the tester (child test protocol item 25) and the definition of a
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package failure {child test protocol itern 30) need to be adjusted dependent on whether
the biister or the tube is the CRP.

Senijor Adult Use Effectiveness Test

If the blister is the package tested for CRP: The senior test neads to be
modified to reflect the need only to remove the tube from the blister. A package fatlure
needs to be defined. i the tube is the package tested for CRP: The senior test
needs to be modified to reflect the need only to remove the product from the tube. A
package failure needs to be defined.

Final Report and Addendum

When these studies are submitted both an electronic (per PR Notice 97-9) and
hard copies must be submitted. The hard copy Final Report or an Addendum to
it in addition to the requirements in 16 CFR 1700.20 should include:

A sampie of tive child-resistant blister card with the tube or the package to be
tested.

Indicate how many tubes/blister cards the child got at the start of the test.

Report the number of tubes/btisters each child accessed not just whether or
not it was a child failure.

Define a package failure,

Define a chiid failure.

Describe the Senior Aduit Protocol used.

Define a Senior Adult test failure.

include a copy of the instructions used in Senior Adult Use Effectiveness test.

Mote any change in the color, composition, size,, etc. for the tube/blister from
what was originally tested may necessitate retesting.

A CRP certification in accordance with 40 CFR Part 157 must be submitted.
Note if any changes occur in the color, composition, size, etc. for the tube/blister
from what was originally tested a new CRP certification is required and retesting
may be required.




Conclusion

In conclusion, a new submission with a testing scheme for the three tube
sizes and the two package sizes should be approved prior to testing. Samples of
the package to be used for CRP testing must be provided. For the CRP requirements
for this product to be met the data for the child resistant effectiveness and senior adult
use effectiveness tests must be submitted both electronically in accordance with PR
97-8 and a hardcopy, also a CRP certification needs to be submitted.

All test samples from the child test panel and senior adult test panel should be

retained at a minimum until after EPA has accepted the test data and CRP certification.

If a question arises as to whether or not a failure exists EPA may ask for the test
sample to be examined and a failure to do so could be problematic.




CRP Testing for Advantage Plus
EPA Reg. No. 115856-REA, 11556-RE!, 11556-REL, 11556-RET,
11556-RGN, 11556-REQ

There are a number of questions/clarifications that should accompany the CRP testing
protocols before testing is undertaken. The child test panel and senior adult test panel
are following the general procedures in 16 CFR 1700.20. However there are some
details not in 16 CFR 1700.20 that need to be addressed in terms of what packages are
tested and what type of information is seen in the written final study report. These
questions/clarifications are as follows:

1. Product is to be marketed in tubes with 0.4, 0.8, 1.0, 2.5, and 4.0 ml of product. Will
the actual physical size for each of these 5 tubes be different? If not, please indicate
which product sizes {e.g. 0.4, 0.8, 1.0 ml}) will be in the same physical size tube. This
should be in the written final study report or in a cover letter accompanying it. -Note-:
each physical size tube will need to be tested and the data reviewed.

2. The product is to be marketed in a nonchild-resistant tube in a child-resistant blister
card. Have | understood this comrectly?

3. Each child-resistant blister card would contain 6 tubes. Are there any other blister
card sizes {e.g. a 4 tube child-resistant blister card) planned for the present or the
future? Each blister card size would have to be tested. This means 5 different physical
size tubes in two different blister card sizes each would require 10 tests. Should some
type of bracketing scheme be considered? Note testing the 4 ml! size alone will not
suffice. Were you planning to test other sizes?

4. Since the tube is nonchild-resistant, the labeling would have to su ppott single use
because once the tube is out of the blister it is no longer CRP.

5. According to the toxicity data presented the 0.4, 0.8, 1.0 mi sizes would define a
child failure as access to 9 units of the blister card per 16 CFR 1700.20. If only 6 tubes
of product are in child-resistant blister card, then that size is not subject to CRP (a foxic
or harmful amount is not available). However, if all 5 sizes of product (0.4, 0.8, 1.0, 2.5,
and 4.0 ml} use the same package then, the 0.4, 0.8, 1.0 ml sizes must be in CRP and
each child would have to receive 12 tubes/2 blister cards at the beginning of the test so
that a child has potential access to a toxic or harmful amount at the beginning of the
test.

6. Why is a child being given a second blister card for the 4 m! product size test?

7. According to the toxicity data presented the 0.4, 0.8, 1.0 ml sizes would define a
child failure as access to 9 units of the blister card per 16 CFR 1700.20. The definition



of a child failure as access to 8 units of the blister card for these product sizes shouid
be in the written final study report. The definition of a child failure as access to 4 or 2
units of the blister card for the 2.5 and 4ml product sizes should be in the written final
study report.

8. Since the'tiibe is nonchild-resistant and the blister card is the child-resistant feature
an opening or blister failure would be opening the blister such that the tube is available.
The child would not have to do anything to the tube for it to be a failure. Why have you
stated it as involving the tube in item 30 page 7? There should be agreement between
EPA and Bayer as to what “opening the blister such that the tube is available” means
before testing. Digital photos as a jpg file of the definition of a blister failure pretesting
would be good.

8. Records should be kept of the number of tubes accessed per child in each 5 minute
period and for the full 10 minutes. WIill this be done?

10.- What does a sample of the child-resistant blister card with the tube look like?
Please send a physical sample.

11. Will the test data be formatted in accordance with PRS7-9, since it will have to be
submitted for review electronically as well as written format?

12. All test samples from the child test panel and senior adult test panel should be
retained at a minimum until after EPA has accepted the test data and CRP certification.
If a gquestion arises as to whether or not a blister failure exists EPA may ask for the test
sample to be examined and a failure to do so could be problematic.

13. For the senior adult test panel will the participant be given a blister, asked to open
it, remove one tube, and squirt a small amount into something? If so the opening of the
blister and removal of the tube should be specified in the written final study report. A
copy of the instructions given to the seniors should be in the written final study report or
in a cover letter accompanying it. The company would have to include these
instructions in the package labeling approved for marketing.

10
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JAN 12 2001

Mr. F. Terry McNamara

Bayer Corporation

Animal Health, Agriculture Division

P.O. Box 390
Shawnee Mission, KS 66201 '

Subject: Applications for New Advantage Products
Reg. No. 11556-REA, REQ, REI REL, RET, RGN
Your submission date, April 7, 2000

Dear Mr. McNamara:

The labeling referred to above, submitted in connection with the above registrations under
the Federal Insecticide, Fungicide, and Rodenticide Act have been reevaluated based on the
additiona! information given, however, there are a number of things that the Agency insist upon
and Bayer must comply but registration will be issued. ~

Enclosed are the conclusions issued by the Product Chemistry Branch. Please read the
review and make changes as specified. Upon making the changes, please resubmit your labels and
CSFs. If there are question, call me at 703 305-5409.

Sincerely,

Dani Daniel
Insecticide-Rodenticide Branch
Registration Division 7505C

Enclosure:

Intamet Addrass {URL] » hitp:{iwww.epa.gov
Recycled/Recyclabie « Prinfed with Vegotabla OF Based Inks on Recycled Papar (Minimum 30% Posteonsumer)
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*Product ingredient source information may be entitled to confidential treatment*

SUBJECT:

FROM:

TO:

DATE: 22/NOV/2000

PRODUCT CHEMISTRY REVIEW OF MP[] EP's [X]

DP BARCODE No.: D270181 A

REG./File Symbol No.: 11556-REA

PRODUCT NAME:___ Advantage Plus 9 for Cats
AND

DP BARCODE No.:  D270183

REG./File Symbol No.: 11556-REI &~ FILE

PRODUCT NAME:___ Advantage Plus 10 for Dogs
AND

DP BARCODE No.: D270184

REG./File Symbol No.: 11556-REL.

PRODUCT NAME:____Advantage Plus 20 for Dogs
AND

DP BARCODE No.:  D270182

REG./File Symbol No.: 11556-REQ.

PRODUCT NAME: Advantage Plus 18 for Cats
AND

DP BARCODE No.:  D270186

REG./File Symbol No.: 115856-RET

PRODUCT NAME:__ Advantage Plus 55 for Dogs
AND

DP BARCODE No.: D270188

REG./File Symbel No.:11556-RGN

PRODUCT NAME:__Advantage Plus 100 for Dogs

COMPANY: Bayer Corporation
Linda L. Kutney, Chemist bl L \..a.al-u_l
Technical Review Branch (TRBYRD (7505C) WetZ-00

Product Chemistry Team

Tina Levine/Dani Daniel, PM #4
Insecticide Branch/RD(7505Cy

INTRODUCTION

The Baver Cotvoration previously applied for registration of six n i ici
&ntended to kill fleas on different sizes of

cats and dogs. The new products differs from the previous ones in that they include an insect
growth regulator, pyriproxyfen, to help control flea eggs, and contains an additional inert. TRB

ol -
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~*Product ingredient source information may be entitled to confidential treatment*

(L. Kutney) reviewed these data on June 2, 2000. All six products contain identical CSFs (dated
4-7-00) and separate proposed labels (dated 4-7-00). This review summarizes the Agency
conclusions included in the June 2, 2000, review, Bayer's October 27, 2000, rebuttal to the
Agency's conclusions and the Agency’s response to Bayer's rebuttal.

htem 1

Agency Conclusion of June 2, 2000

Because the nominal concentrations of a.i.’s on the CSF are not identical to the label
concentrations, the Registrant should resubmit the CSF and label and ensure that the
concentrations of the a.1."s are comrect and identical.

Bayer's Rebuttal of October 27, 2000

. "The nominal concentrations of a.i.’s on the CSFs and the draft product labels are identical,
For example, the upper and lower certified limits for imidacloprid are 9.6% and 8.6%,
respectively, and the nominal concentration for imadacloprid is 9.1% on both the CSF and the
draft labeling. Please note, the upper, lower and nominal concentrations for imidacloprid are
identical to those on the CSFs and labels for the 7 registered Advantage products (EPA Reg.
Nos. 11556-116 through 11556-122). For ease of reference, a CSF for Advantage 10, EPA Reg,
No. 11556-117, is enclosed. The Confidential Appendix of the review states "The CSF for the
subject product contains a nominal concentration of imidacloprid of 8.9% and of pyriproxyfen
of 0.45% not 9.10% and 0.46%, respectively as stated on the proposed label” As 8.9% is not
on the CSF, we surmise that this value may have been calculated to correct for percent purity of
the technical material. Thus, the nominal concentrations of the a.i.'s on the CSF are identical to
the label concentrations, and the CSF and draft labeling for the Advantage Plus products are
correct.”

. Agency Response of November 21

Subpart D-Product Chemistry Data Requirements, May 24, 2000, draft, defines the nominal
concentration required by 158.155 as the "amount of active ingredient that is most likely to be
present in the product when produced.” in other words, the %active ingredient in the product
(See also OPPTS 830.155, p.1). In addition, the nominal concentrations on the CSF and the
$ draft label must be identical.

The Agency reiterates that "The CSF for the subject product contains a nominal concentration of
imidacloprid of 8.9% and of pyriproxyfen of 0.45% not 9. 10% and 0.46%, respectively as stated
on the proposed label.” Bayer is correct in assuming that the nominal concentration of
imidacloprid is corrected to account for the fact th i id 2 {
ure, and technical pyriproxyfen a.i.
The nominal concentration of each a.i. from the CSF is calculated, as follows:

pure.

D
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nominal concentration of theai. =
The amount of each ai. (kg). column [3a_ x (% purity of a.i. technical)

Total weight of components in column [3a

Bayer may either make sure that the label stated concentration is adjusted to be identical to the
nominal concentrations of the a.i.’s or adjust the amount of each a.i. component so that the
nominal concentration of each a.i. is identical to the proposed label concentration.

ftem 2

Agency Conclusion of June 2. 2000

The name and address of the suppliers of inerts should be included on a revised CSF,
r's Rebuttal of October 27, 2000

"Bayer acknowledges that the suppher(s) for "specialty” or proprietary materials must be listed on
the CSF, but for those chemicals which are considered "commodity” chemicals, Bayer has not
routinely listed the suppliers. As examples, the CSF's for the Advantage formulation (EPA Reg.
Nos. 11556116 through 11556-122) do not list the suppliers. The enclosed CSF for Advantage
10, EPA Reg. No. 11556117, is a specific example. The Agency has permitted this in the past
and acknowledges this practice which allows a change in source of these commodity chemicals
without notification as permitted under PR Notice 98-10, Section {II, B, 1.

As all of the inert ingredients in the proposed formulation for the A Plus products are commodity
chemicals and are the same commodity chemicals which are in the Advantage formulation (Reg
Nos 11556-116 through 11556-122) for which the Agency did not require the suppliers to be
listed, Bayer would prefer not to list the suppliers of these chemicals for the Advantage Plus
formulation.” :

Agency Response of November 21

The Agency routinely requests the names and addresses of suppliers of inests on CSF's in order to
be able to contact the supplier about the contents of their inerts, when necessary. The
Instructions to EPA Form 8570-4, for Confidential Statement of Formula, Supplier Name and
Address, number 11, specify that the Registrant should, "Provide the name and address of the
supplier of each component in the (CSF) formulation. If one or more components will be
obtained from more than one source, specify the names and addresses of the alternate sources
also." There is no exception for "commodity chemicals.”

A revised CSF including the name and address of the suppliers of inerts is still required.

e
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{tem 3

Agency Congclusion of June 2, 2000

The enforcement analytical method (40CFR 158.180) will be satisfactory, providing the
Registrant submits a new copy not labeled “Confidential Business Information.” This is a 3-97
FIFRA requirement (Section 10 {(d)(1))needed for enforcement purposes, etc.

Bayer's Rebuttal of ber 27, 2000

"One copy of the method without any "confidential” markings is included with this letter. Please
note that this method is to be used for all six product applications,

Agency Response of November 21

An analytical method labeled "CBI" is not permitted as an enforcement method. The Agency
acknowledges the receipt of the enforcement analytical method without this label and considers
that the requirement for analytical method (40CFR 158.180) is now satisfied.

{tem 4

Agency Conclusion of June 2, 2000

Group B Product chemistry requirements listed in Series 830 Guidelines under 40CFR 158.190
explodability (830-6315), Storage Stability of the Product (830-6317), miscibility (830-6319) and
dielectric breakdown voltage (830-6321) have not been fulfilled and should be submitted.

Bayer's Rebuttal of October 27, 2000

Explodability “The OPPTS Test GDI. 830.6316 for Explodability states The explodability test is
necessary for use in precautionary labeling of pesticides when the product is potentially explosive.’
Previous Agency guidance (‘Roadmap for Guidance to Product Chemistry Guidelines' report from
Anne Lindsay...) on this data requirement stated the requirement is for dusts and dusts from
granular or powdered products. The Advantage Plus formulation is a liquid formulation.
Moreover, it is not potentially explosive. The currently registered Advantage formulation is not
potentiaily explosive and the Advantage Plus formulation would be even less explosive..."

Agency Response of November 21
Explodability

The Agency is aware that Advantage Plus is a liquid formulation. Section 158.190 of the 40
Code of Federal Regulations states that explodability testing is required if the product is

-4
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potentially explosive. However, the requirement for data concerning explodability definitely
applies to liquid end use products as well as dusts and dusts from granular or powdered products,
In fact, some liquids have a very high explosive potential, e.g.. nitroglycerine.

Registrants are obliged to characterize the explodability of new end use products, in the absence
of data or documentation to the contrary, the Agency may consider that any new product may be
potentially explosive. Bayer has now certified that the currently registered Advantage
formulation is not potentially explosive and the Advantage Plus formulation would be even less
explosive...due to substitution of substitution of organic some organic solvent with water.

The requirement for explodability testing, OPPTS Test GDI. 830.6316, is now satisfied.

Bayer's Rebuttal of Qctober 27, 2000

Storage Stability As stated in 830.1000 Background for Product Properties Test Guidelines for
the (viiii) OPPTS 830.6317 Storage Stability discussion on p 17:

. "The requirement for data (storage stability) on the EP applies on when: The product use
pattern is one for which performance (efficacy) data are required (40CFR 158.640); the
results of the storage stability study indicate that the concentration of any active ingredient
is not within the certified limits or degradates of toxicological significance are detected in
the study; or product instability is suspected or incidents of instability are reported.”

Advantage Plus does not meet any of these conditions, as it is an EP, it is qiot registered for the
use patterns for which efficacy data are required under 40 CFR 158.640, and the product/a. i.'s

are known to be stable. Thus, storage stability data for the Advantage Plus formulation should
not be required for submission.

Agency Response of November 2}

Product Properties Test Guidelines OPPTS 830.6317 (b) for Storage Stability states that, "The
objective of storage stability testing is to determine how long the product will retain the percent
a.i. in its packaging material corresponding to its useful sheif life. The storage stability study
provides data on change (or lack of change) in product composition over time, If certain
ingredients decompose, other new chemicals are formed whose toxicity and other characteristics
must be considered.” Bayer should read 830.6317 for details concerning the requirements for
storage stability testing. Storage stability testing is required end-use formulations, including the
Advantage Plus formulation,

Baver's Rebuttal of October 27. 2000

Miscibility GDL 830.6319 for Miscibility states:

. "This test is intended to determine whether a pesticide solution is suitable for application

-

16




after dilution with oil or other nonpolar solvents where applicable, instead of water. Data
on miscibility also provide necessary information to support acceptable labeling for tank
mix and spray applications (if the tank mix of the pesticide product is oil based or diluted
with oil).”

Agency Response of November 21

GDIL OPPTS 830.6319 for miscibility states, "Data on the physical and chemical characteristics of
pesticide products are used to confirm or provide supportive information on their identity. Such
data are used in reviewing the production or formulation process to produce the pesticide or
product.” However, the Agency is willing to concede that, as stated in 40 CFR 158.190 "the
miscibility test is required if the liquid is an emulsifiable liquid and 1s to be diluted with petroleum
solvents." Provided there is no aiteration of use pattern for Advantage Plus which would involve
dilution with petroleum or non-polar solvents, there will be no requirement imposed for miscibility
testing.

Bayer's Rebuttal of Qctober 27, 2000
Dielectric Breakdown Voltage

...Advantage Plusis to applied directly to dogs and cats in small volumes...use is not around
electric equipment...

Agency Response of November 21
GDL. 830.6321 states that dielectric breakdown voltage is required when the pesticide product is
used on or in the vicinity of electrical equipment and electrical conduits. Dielectric breakdown

voltage will not be required for this product, provided there is no aiteration of use pattern which
would increase exposure of the pesticide handiers to electrical equipment or electrical conduits,

The requirement for data concerning dielectric breakdown voltage is now satisfied.
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SUBJECT: PRODUCT CHEMISTRY REVIEW OF MP [} EP[X]
DP BARCODE No.:D265763 REG./File Symbol No.:11556-REA
PRODUCT NAME: Advantage Plus 9 for Cats
COMPANY: Baver Corporation

1 Reviewer: Linda L. Kutney
2. Company: Bayer Corporation

3. Type of Submission; Registration [X] Reregistration [ ] New [X] Resubmission [ ]
Amendment [ ] "ME-TOO" [X] Alternate Formulation [] Experimental Use Permit [

] Other (Specify)

4, If "Me-TOO" Registration, this product is [ ]is not [X] similar or substantially similar to
EPA's Reg. No.:

11556-116
If not, comment in Confidential Appendix on the significant differences between the registered

and the new source.
CONF]DENTI_AL STATEMENT OF FORMULA

5. Type of formulation and the sources of active ingredients:
© Non-integrated formulation system..................... [X]
® Are all technical grade active ingredients used registered? ® yes [X] ® no [ ], If no,
specify
@ Integrated formulation system.................c..0f ]

6. Clearance of intentionally added ingredients in the formulation for the intended use
(indicate in the Confidential Appendix those that are not cleared; the PC Codes should be
provided by the chemist on the CSF for those that are cleared):

6(a) Formulation intended for food use under 40CFR§180.1001:
® yves{] ®no[X]® Some are cleared, others are not [ }

Cleared under list: @ ¢f ] @ df} ecf]
Are there any limitations for use as an inert under  40CFR§180.10017

® yes[ ] © no[X], If yes, specify

6(b) Formulation intended for non-food use:
® yes [X] © no [ ] @ Some are cleared, others are not [ }

6(c) Clearance by the FDA of certain formulations under 21CFR§170 to 199,¢.g.,(a) indirect
food additives, such as food contact surface sanitizers; adhesives, coatings, paper and
paperboard products that may contact food in packaging or holding; & (b) substances

-
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*Product ingredient source information may be entitled to confidential treatment*

generally recognized as safe, GRAS
® yes[ ] ® no[X] @ Some are cleared, others not [ ]
If yes, the entire formulation is cleared under 21CFR§

7. The density, pH, and flammability values given on the CSF are identical with those of
GRN 830.7300(density), 830.7000(pH), and 830.6315(Flammability), respectively: @
yes [X] ®nof]

8. The nominat concentrations (NC) of the active ingredients and the upper and lower
certified limits (UCK, & L.CL) are as follows:

Active ingredient(s) REG-NO % by weight

NC UCL LCL
. Imidacloprid
Pyriproxyfen
9. The calculated NCs, based on the pure active ingredients (PAI), are identical to those on
the tabel:
® yes {1 ® no [X]

Not acceptable for imidaclopnd and Pyriproxyfen-as required in PR Notice 91-2

10.  The certified limits are within the standard limits as per 40CFR§158.175 or are adequately

explained if different: 9 yes [] ¢ no [X]
PRODUCT LABEL
I1.  The chemical names of the active ingredients on the label are identical to those on the

CSF. @ yes[X] ®nof]

12.  The appropriate physical and chemical hazards statement regarding flammability or
explosive characteristics of the product are given on the label:
9 yes| ] ®no{] @ notapplicable [X]

13.  The storage and disposal instructions for the pesticide and container are in compliance

with PR Notice 84-1 for household use products or PR Notice 83-3 for all other uses:
® yes [X] @nof]
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PRODUCT CHEMISTRY DATA (SERIES 830 Subgroup A & Subgroup B)

14. Chemical IDs/Manufacture/ Data Required | MRID No.
Analytical Information Fulfilled
New Guideline:830.--
1550. Chemical Identity(CSF) 450969-02
1600. Beginning Materials Y 450969-02
1620. Formulation Process
1670. Discussion of Impurities Y 450969-02
1700. Preliminary Analysis Y 450969-02
1750. Certified Limits(CSF) N 450969-02
1800, Enforcement of Analytical Method Y +1 450969-01
15. Physical/Chemical Data Value or MRID No.
Properties Required Qualitat.
New Guideline No, 830 --- Fulfilled Descrig,
L
6303, Physical State Y Liquid 450969-03
7300. Density/Bulk Density Y 1.092 lbs/gal 450969-03
7000, pH NA 6.02 450969-03
6314. Oxid/Red Action Y Noox. Orred. | 450969-03
Action
6315. Flammability-Flash Point Y above 100.2°C | 450969-03
6315. Flame Extension NA -~
6316. Explodability Y - 10-27-00
Bayer
rebuttal
6317. Storage Stability. N - -
7100. Viscosity Y 5.13 ¢St 450969-03




6319, Miscibility Y - 10-27-00
Bayer
rebuttal

6320. Corrosion Characteristics Y Non-corrosive 450969-03

as packaged,
tested for
about 30 days

6321, Dielectric Breakdown Voltage Y m—- 10-27-00
Bayer
rebuttal

Explanations: Y = The Requirements Were Fulfilled; N = The Requirements Were Not Fulfilled:
NA = Not Applicable; G = Data Gap, U = Requires Upgrading; I = Incomplete or In Progress; W =

Waived.

-10-
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*Product ingredient source information may be entitled to confidential treatment*

SUBJECT:

FROM:

TO:

DATE: 22/NOV/2000
PRODUCT CHEMISTRY REVIEW OF MP [} EP's {X]

DP BARCODE No.:  D270181

REG./File Symbo! No.: 11556-REA

PRODUCT NAME: Advantage Plus 9 for Cats
AND

DP BARCODE No.: D270183

" REG./File Symbol No.: 11556-REI

PRODUCT NAME:____Advantage Plus 10 for Dogs
AND

DP BARCODE No.:  D270184

REG./File Symbol No.: 11556-REL

PRODUCT NAME: Advantage Plus 20 for Dogs
AND

DP BARCODE No.: D270182

REG./File Symbol No.: 11556-REQ

PRODUCT NAME: Advantage Plus 18 for Cats
AND

DP BARCODE No.: D270186

REG./File Symbo! No.: 11556-RET

PRODUCT NAME:__ Advantage Plus 55 for Dogs
AND

DP BARCODE No.: D270188

REG./File Symbol No.:11556-RGN

PRODUCT NAME:__ Advantage Plus 100 for Dogs

COMPANY: Baver Corporation

Linda L. Kutney, Chemist
Product Chemistry Team
Technical Review Branch (TRB)/RD (7505C)

Tina Levine/Dani Daniel, PM #4
Insecticide Branch/REX{7505C)

INTRODUCTION

The Bayer Corporation previousty applied for reiistration of six new Advantaie Plus insecticides

I :tcnded to kill fleas on different sizes of

cats and dogs. The new products differs from the previous ones in that they include an insect
growth regulator, pyriproxyfen, to help control flea eggs, and contains an additional inert. TRB

]l -
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{L. Kutney) reviewed these data on June 2, 2000. All six products contain identical CSFs (dated
4-7-00) and separate proposed labels (dated 4-7-00). This review summarizes the Agency
conclusions included in the June 2, 2000, review, Bayer's October 27, 2000, rebuttal to the
Agency's conclusions and the Agency's response to Bayer's rebuttal,

Item 1

Agency Conclusion of June 2. 2000

Because the nominal concentrations of a.1.”s on the CSF are not identical to the label
concentrations, the Registrant should resubmit the CSF and label and ensure that the
concentrations of the a.i.’s are cosrect and identical.

Baver's Rebuttal of October 27, 2000

"The nominal concentrations of a.i.'s on the CSFs and the draft product labels are identical.

For exampile, the upper and lower certified limits for imidacloprid are 9.6% and 8.6%,
respectively, and the nominal concentration for imadacloprid is 9.1% on both the CSF and the
draft labeling. Please note, the upper, lower and nominal concentrations for imidacioprid are
identical to those on the CSFs and labels for the 7 registered Advantage products (EPA Reg.
Nos. 11556-116 through 11556-122). For ease of reference, a CSF for Advantage 10, EPA Reg.
No. 11556-117, is enclosed. The Confidential Appendix of the review states “The CSF for the
subject product contains a nominal concentration of inidacloprid of 8.9% and of pyriproxyfen
of 0.-£3% not 9.10% and 0.46%, respectively as stated on the proposed label.” As 8.9% is not
on the CSF, we surmise that this value may have been calculated to correct for percent purity of
the technical material. Thus, the nominal concentrations of the a.i.'s on the CSF are identical to
the label concentrations, and the CSF and draft labeling for the Advantage Plus products are
cosrect.”

Agency Response of November 21

Subpart D-Product Chemistry Data Requirements, May 24, 2000, draft, defines the nominal
concentration required by 158,155 as the "amount of active ingredient that is most likely to be
present in the product when produced,” in other words, the %active ingredient in the product
(See also OPPTS 830.155, p.1}. Inaddition, the nominal concentrations on the CSF and the
draft label must be identical.

The Agency reiterates that “The CSF for the subject product cottains a nominal conucentration of

imidacloprid of 8.9% and of pyriproxyfern of 0.45% not 9.10% and 0.46%, respectively as stated
on the proposed label.” Bayer is correct in assuming that the nominal concentration of

imidacloprid is costected to account for the fact that technical imidacloprid a.i.
B <. and technical pyriproxyfen a.i. pure.

The nominal concentration of each a.i. from the CSF is calculated, as foliows:

23




nominal concentration of the ai. =

The amount of each a.i. (kg).. column 13a  x ( % purity of a.i. technical}

Total weight of components in column 13a

Bayer may either make sure that the label stated concentration is adjusted to be identical to the
nominal concentrations of the a.1.'s or adjust the amount of each a.i. component so that the
nominal concentration of each a.i. is tdentical to the proposed label concentration.

ltem 2

Agency Conclusion of June 2, 2000

The name and address of the suppliers of inerts should be included on a revised CSF.
Bayer's Rebuttal of October 27 2000

"Bayer acknowledges that the supplier(s) for "specialty" or proprietary materials must be listed on
the CSF, but for those chemicals which are considered "commodity” chemicals, Bayer has not
routinely listed the suppliers. As examples, the CSF's for the Advantage formulation (EPA Reg.
Nos. 11556-116 through 11556122} do not list the suppliers. The enclosed CSF for Advantage
10, EPA Reg. No. 11556-117, is a specific example. The Agency has permiited this in the past
and acknowledges this practice which allows a change in source of these commodity chemicals
without notification as permitted under PR Notice 98-10, Section ITL, B, 1.

As all of the inert ingredients in the proposed formulation for the A Plus products are commodity
chemicals and are the same commodity chemicals which are in the Advantage formulation (Reg
Nos 11556-116 through 11556-122) for which the Agency did not require the suppliers to be
listed, Bayer would prefer not to list the suppliers of these chemicals for the Advantage Plus
formulation.” '

Agency Response of November 21

The Agency routinely requests the names and addresses of suppliers of inerts on CSF's in order to
be able to contact the supplier about the contents of their inerts, when necessary. The
Instructions to EPA Form 8570-4, for Confidential Statement of Formula, Supplier Name and
Address, number 11, specify that the Registrant should, "Provide the name and address of the
supplier of each component in the (CSF) formulation. If one or more components will be
obtained from more than one source, specify the names and addresses of the alternate sources
also.” There is no exception for "commodity chemicals."

A revised CSF including the name and address of the suppliers of inerts is still required.
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Item 3

Agency Conclusion of June 2. 2000

=ik e it

The enforcement analytical method (40CFR 158.180) wall be satisfactory, providing the
Registrant submits a new copy not labeled “Confidential Business Information.” This is a 3-97
FIFRA requirement {Section 10 (d)(1))needed for enforcement purposes, etc.

Baver's Rebuttal of Qctober 27, 2000

"One copy of the method without any "confidential® markings is included with this letter. Please
note that this method is to be used for all six product applications,

Agency Response of November 21

An analytical method labeled "CBI" is not permitted as an enforcement method. The Agency
acknowledpes the receipt of the enforcement analytical method without this label and considers
that the requirement for analytical method (40CFR 158.180) is now satisfied.

- Item4

Agency Conclusion of June 2, 2000

Group B Product chemistry requirements listed in Series 830 Guidelines under 40CFR 158.190
explodability (830-6315), Storage Stability of the Praoduct (830-6317), miscibility (830-6319) and
dielectric breakdown voltage (830-6321) have not been fulfilled and should be submitted.

Baver's Rebuttal of Qctober 27, 2000

Explodability “The OPPTS Test GDL. 830.6316 for Explodability states ‘The explodability test is
necessary for use in precautionary labeling of pesticides when the product is potentially explosive '
Previous Agency guidance (Roadmap for Guidance to Product Chemistry Guidelines' report from
Anne 'Lindsay...) on this data requirernent stated the requirement is for dusts and dusts from
granular or powdered products. The Advantage Plus formulation is a liquid formulation.
Moreover, it is not potentially explosive. The currently registered Advantage formulation is not
potentially explosive and the Advantage Plus formulation would be even less explosive..."

Agency Response of November 21

Explodability

The Agency is aware that Advantage Plus is a liquid formulation. Section 158.190 of the 40
Code of Federal Regulations states that explodability testing is required if the product is

-
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potentially explosive. However, the requirement for data concerning explodability definitely
applies to liquid end use products as well as dusts and dusts from granular or powdered products.
In fact, some liquids have a very high explosive potential, e.g., nitroglycerine.

Registrants are obliged to characterize the explodability of new end use products, in the absence
of data or documentation to the contrary, the Agency may consider that any new product may be
potentially explosive. Bayer has now certified that the currently registered Advantage
formulation is not potentially explosive and the Advantage Plus formulation would be even less
explosive...due to substitution of substitution of organic some organic solvent with water.

The requirement for explodability testing, OPPTS Test GDL 830.6316, is now satisfied.

Baver's Rebuttal of October 27, 2000

Storage Stability As stated in 830.1000 Background for Product Properties Test Guidelines for
the (wiiii}) OPPTS 830.6317 Storage Stability discussiononp 17

. "The requirement for data (storage stahility} on the EP applies on when: The product use
pattern is one for which performance (efficacy) data are required (40CFR 158.640); the
results of the storage stability study indicate that the concentration of any active ingredient
is not within the certified Iimits or degradates of toxicological significance are detected in
the study; or product instability is suspected or incidents of instability are reported.”

Advantage Plus does not meet any of these conditions, as it is an EP, it is not registered for the
use patterns for which efficacy data are required under 40 CFR 158.640, and the product/a. i.'s

are known to be stable. Thus, storage stability data for the Advantage Plus formulation should
not be required for submission.

Agency Response of November 21

Product Properties Test Guidelines OPPTS 830.6317 {b) for Storage Stability states that, "The
objective of storage stability testing is to determine how long the product will retain the percent
a.i. in its packaging material corresponding to its useful shelf life. The storage stability study
provides data on change {or lack of change) in product composition over time, If certain
ingredients decompose, other new chemicals are formed whose toxicity and other characteristics
must be considered.” Bayer should read 830.6317 for details concerning the requirements for
storage stability testing. Storage stability testing is required end-use formulations, including the
Advantage Plus formulation.

Bayer's Rebuttal of Qctober 27, 2000

Miscibility GDL 830.6319 for Miscibility states:

. "“This test is intended to determine whether a pesticide solution is suitable for application

~5-
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after dilution with oil or other nonpolar solvents where applicable, instead of water. Data
on miscibility also provide necessary information 10 suppoit acceptable labeling for tank
mix and spray applications (if the tank mix of the pesticide product is oil based or diluted
with oil)."

Agency Response of November 21

GDL OPPTS 830.6319 for miscibility states, "Data on the physical and chemical charactenstics of
pesticide products are used to confirm or provide supportive information on their identity. Such
data are used in reviewing the production or formulation process to produce the pesticide or
product." However, the Agency is willing to concede that, as stated in 40 CFR 158.190 "the
miscibility test is required if the liquid is an emulsifiable liquid and 1s to be diluted with petroleum
solvents.” Provided there is no alteration of use pattern for Advantage Plus which would involve
dilution with petroleum or non-polar solvents, there will be no requirement imposed for miscibility
testing, ‘

Bayer's Rebuttal of Qctober 27, 2000
Dielectric Breakdown Voltage

..Advantage Plus is to applied directly to dogs and cats in small volumes...use is not around
electric equipment..,

Agency Response of November 21

GDL 830.6321 states that dielectric breakdown voltage is required when the pesticide product is
used on or in the vicinity of electrical equipment and electrical conduits. Dielectric breakdown
voltage will not be required for this product, provided there is no alteration of use pattern which
would increase exposure of the pesticide handlers to electnical equipment or electrical conduits.

The requirement for data concerning dielectric breakdown voltage is now satisfied.
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SUBJECT: PRODUCT CHEMISTRY REVIEW OFMP[] EPI[X]
DP BARCODE No.:D265763 REG./File Symbol No.:11556-REA
PRODUCT NAME: Advantage Plus 9 for Cats
COMPANY: Bayer Corporation

I Reviewer: Linda L. Kutney
2. Company: Bayer Corporation

3. Type of Submission: Registration [X] Reregistration {] New [X] Resubmission] ]
Amendment { ] "ME-TOO" (X] Alternate Formulation { ]  Experimental Use Permit |
] Other {Specify)

4, If "Me-TOO" Registration, this product is { }is not [X] similar or substantially similar to
EPA's Reg. No.:
11556-116
If not, comment in Confidential Appendix on the significant differences between the registered

and the new source.
CONFIDENTIAL STATEMENT OF FORMULA

5. Type of formulation and the sources of active ingredients:
@ Non-integrated formulation system................... [X]
® Are all technical grade active ingredients used registered?  yes {X] @ no{ ], If no,
specify
@ Integrated formulation system........................ {1

6. Clearance of intentionally added ingredients in the formulation for the intended use
(indicate in the Confidential Appendix those that are not cleared; the PC Codes should be
provided by the chemist on the CSF for those that are cleared):

6(a) Formulation intended for food use under 40CFR§180.1001;
® yes{] @ no[X] @ Some are cleared, others are not { }
Cleared under list: @ ¢{ ] ® df} ®ci]
Are there any limitations for use as an inert under  40CFR§180.10017

® yes{] @ no {X], If yes, specify

6(b) Formulation intended for non-food use:
® yes [X] © no{] @ Some are cleared, others are not { ]

6(c) Clearance by the FDA of certain formulations under 2ICFR§170 to 199,e.g. (a) indirect
food additives, such as food contact surface sanitizers; adhesives, coatings, paper and
paperboard products that may contact food in packaging or holding, & (b) substances

-t
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*Product ingredient source information may be entitled to confidential treatment*

*

generally recognized as safe, GRAS
® yes{ ) © no[X) ® Some are cleared, others not | )
If yes, the entire formulation is cleared under 21CFR§

7. The density, pH, and flammability values given on the CSF are identical with those of
GRN 830.7300(density), 830.7000(pH), and 830.63 1 5(Flammability}, respectively: ®
yes [X] ®nol]

8 The nominal concentrations (NC) of the active ingredients and the upper and lower
certified limits (UCL & L.CL) are as follows:

Active ingredient(s) REG-NO % by weight

NC UCL LCL
. Imidacloprid
Pyriproxyfen .
9. The calculated NCs, based on the pure active ingredients (PAI), are identical to those on
the label:
® yes [] ® no [X]

Not acceptable for imidacioprid and Pyriproxyfen-as required in PR Notice 91-2

10.  The certified limits are within the standard limits as per 40CFR§158.175 or are adequately
explained if different: ® yes [) @ no [X)
PRODUCT LABEL

11.  The chemical names of the active ingredients on the iabel are identical to those on the
CSF: ®vyes[X) ®no{)

12.  The appropriate physical and chemical hazards statement regarding flammability or
explosive characteristics of the product are given on the label:
® yes{ ) ®no{] ®© notapplicable [X]

13,  The storage and disposal instructions for the pesticide and container are in compliance
with PR Notice 84-1 for household use products or PR Notice 83-3 for all other uses:
® yes [X] ®nof]
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PRODUCT CHEMISTRY DATA (SERIES 830 Subgroup A & Subgroup B)

14. Chemical IDs/Manufacture/ Data Required | MRID No.
Analytical Information Fulfilled

New Guideline:830.--

1550. Chemical ldentity(CSF) 450969-02

1600. Beginning Materials 450969-02

1620. Formulation Process

1670. Discussion of Impurities Y 450969-02

1700. Preliminary Analysis Y 450969-02

1750. Certified Limits(CSF) N 450969-02

1800. Enforcement of Analytical Method Y 450969-01
15. Physical/Chemical Data Value or MRID No.

Properties Required Qualitat.

New Guideline No. 830.--- Fulfilled Descrig.

6303. Physical State Y Liguid 450969-03

7300. Density/Bulk Density Y 1.092 Ibs/gal 450969-03

7000. pH NA 6.02 450969-03

6314. Oxid/Red Action Y Noox Orred. | 45096%9-03

Action

6315. Flammability-Flash Point Y above 100.2°C | 450969-03

6315. Flame Extension NA --

6316. Explodability Y - 10-27-00
Bayer
rebuttal

6317. Storage Stability. N - --

7100, Viscasity S.13 ¢St 450969-03

- 9 -
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10-27-00

6319, Miscibility Y -
Bayer
rebuttal

6320. Corrosion Charactenistics Y Non-corrosive 450969-03

as packaged,
tested for
about 30 days
6321. Dielectric Breakdown Voltage Y -- 10-27-00
Bayer
rebuttal

Explanations: Y = The Requirements Were Fulfilled; N = The Requirements Were Not Fulfilled;

NA = Not Applicable; G = Data Gap; U = Requires Upgrading; I = Incomplete or In Progress, W =

Waived,

-1(}-
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Y5 i Agriculture Division

s ' ' o .. . AnimaiHealh

Bayer Cofporation | 77 T
. P.O.Box30 i -

Shawnee Miss:on, KS 662010395 I

Phone: 933 268-2000
October 27, 2000

Ms, Dani Daniel

Registration Division (H7505C)

U.S. Environmental Protection Agency
Ariel Rios Building

1200 Pennsylvania Avenue, NW
Washington, DC 20460

Subject: Response to Product Chemistry Review for Advantage® Plus 9, 18, 10, 20, 55,
and 100 Products (EPA Frle Symbols 11556 RZEO REA ~REI —REL RET

H
.

‘ "'Dear Ms. Damel

Bayer Corporation received product chemistry reviews (dated June 16, 2000) from the
Agency on June 22, 2000 for the six products referenced above. The reviews stated that
product labels and confidential statements of formula (CSFs) contain a number of
deficiencies that need to be addressed. 1n addition, you requested that we should make —
no label changes until the entire package (domestic animal safety and acute toxicity) has
been reviewed. The following is Bayer's response to the Agency’s product chemistry
reviews. Please note that the same deficiencies were identified by the reviewer for all six
products as the formulation and nominal label concentrations are the same for all six
products.

The deficiencies and Bayer’s responses are detailed below.

Agency conclus:on “Because the nominal concentrations of a.i.’s on the CSF are not

* ‘identical fo thé Pabe?coﬂtenrrauom ‘fhe Regrmanf skordd resubnit thé CEFahd ?abe!
and ensure that-the concentrations of the d.i.’s are correct and identical.” -

Bayer response: The nominal concentrations of a.i.”s on the CSFs and the draft product
product labels are identical. For example, the upper and lower certified limits for
imidacloprid are 9.6% and 8.6%, respectively, and the nominal concentration for
imidacloprid is 9.1% on both the CSF and the draft labeling. Please note, the upper,
lower and nominal concentrations for imidacloprid are identical to those on the CSF's
and labels for the 7 currently registered Advantage products {(EPA Reg. Nos. 11556-116

. u _L',‘- _‘_q e RPN X \:- ..'l.-".,._‘...-'..- '-'."‘h" ;-, L X g et ;'. . _. . }-.n-v-.u.‘. 4
.y h . . . . . i
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Ms. Dani Daniel ol AL T Paged-

Registration Division (H7505C) == ..z - PR OcBer2?; 2000"“

T '-"h.-,'c)

U.S. Environmental Protection Agcncy

through 11556-122). For ease of reference, a CSF for Advantage 10, EPAReg. =777

No. 11556-117, is enclosed. The Confidential Appendix of the review states “The CSF
Sor the subject product contains a nominal concentration of imidacloprid of 8.9% and of
pynproxyfen of 0.45%, not 9.10% and 0.46%, respectively as stated.on.thé-proposed
label.” As 8.9% is not on the CSF, we surmiise that this value may have beencalculated
to correct the CSF values for the percent purity of the active ingredients. However, the
active ingredient values listed on the CSF have already been corrected for percent purity
of the technical material. Thus, the nominal concentrations of the a.i.’s on the CSF are
identical to the label concentrations, and the CS¥ and draft labeling for the Advantage
Plus products are correct.

Agency conclusion: “The name ond address of the suppliers of inerts should be included
on arevised CSF."

Bayer response: Baver acknowledges that the supplier(s) for “specialty” or "proprietary”

materials must be listed on the CSF, but {or those chemicals which are considered
“commodity” chemicals, Bayer has not routinely listed the suppliers. As examples, the

CSF'sfor the Advantage formufation (EPA Reg. Nos. 11556-116 through } 1556- 122_) do

not list the suppllers The enclosed CSF for Advamage 10, EPA Reg N Ll 5562117 isa .. "

ot

el -‘spectﬁc egample ’I‘h¢ Agency has pcn’mt:ted thizin the' PaSL and ackno edges this -*

R %

[rom ¥

h Bayer rcspo’nse " One copy o? the method w;thout an)" “conﬁdentlal" m‘arkmgs is

practice which allows a change in a source of these commodity chemicals without
notification as permitted under PR Notice 98-10, Section 111, B, 1.

As all of the inert ingredients in the proposed formulation for the Advantage Plus
products (EPA File Symbols 11556-REQ, -REA, -RE], -REL, -RET, and -RGN) are
commodity chemicals and are the same commodity chemicals which are in the
Advantage formulation (EPA Reg. Nos. 11556-116 through 11556-122) for which the
Agency did not require the suppliers to be listed, Bayer would prefer not to list the
suppliers of these chemicals for the Advantage Plus formulation.

Agency conclusion: ' The enforcement analytical method (40CFR 158.180) will be
satisfactory, providing the Registrant submits a new copy not labeled ‘Confidential
Business Information.’ Thls is a 3-97 FIFRA requirement (Section 10 (d)(1}) needed for
enfarcemem purposes, etc.’

" included with this letter. -Please: note'that this method is to be used for all $ix product

applications.

Agency conclusion: “Group B product chemistry requirements listed in Series 8§30
Guidelines under 40CFR ]38.190 explodability (830-63135), storage stability of the
product (830-6317), miscibility (830-6319} and dielectric breakdown voltage (830-6321)
have not been fulfilled ond should be submitted.”
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Ms. Dani Daniel
Registration Division (H7505C)
uUs. Enwronmental Protection Ageﬂc i

Bayer responsé: These tests are not required under 40CFR 158.190 or PR Notice 92-5.
Each item is discussed in detail below. ,

/

Explodability. The OPPTS Test Gmdelme 830.6316 for Explodablllty states,
“The explodabﬂuy test is necessary for use in precautionary labeling of pes‘ucidcs
when the product is potentially explosive.” Previous Agency guidance
("Roadmap for Guidance to Product Chemlstry Guidelines” report from Anne E.
Lindsay, Director of the Registration Division, to Margaret Stasikowski, Depmy
Director of Special Review and Reregistration Division) on this data requirement
stated the requirement is for dusts and dusts from granular or powdered products.
The Advantage Plus formulation is a liquid formulation. Moreover, it is not
potentially explosive. The currently registered Advantage formulation is not
potentially explosive, and the Advantage Plus formulation would be even less
explosive as the formulation 1s very similar to the Advantage formulation in that
some of the organic solvent has been removed and substituted with water and
0.46% pyriproxyfen which is not explosive.

© Storagé Stability. As stated in the OPPTS 830.1000 Baékground for PrUduct .

_Propemgs Test Guldelmes for the (vm) OPPTS 830 6317 Storage Stablhty
""'a1scussmrk on.pagé 17" .- A . o

"The requirement for data (storage stability) on the EP applies on when:
The product use pattern is one for which performance {efficacy) data are
required (40 CFR 158.640); the results of the storage stability study
indicate that the concentration of any active ingredient is not within the
certified limits or degradates of toxicological significance are detected in
the study; or product instability is suspected or incidents of instability are
reported.”

Advantage Plus does not meet any of these conditions, as it is an EP {end-use
product), it is not registered for the use patterns for which efficacy data are
required under 40 CFR 158.640, and the product/active ingredients are Known to
be stable. Thus, storage stability data for the Advantage Plus formulation should
not be required for submission.

e Miscibility. ” The OPPTS Test Guidellié 830.5319 for Miseibilify Statés;”

“This test is intended to determine whether a pesticide solution is suitable
for application after dilution with oil or other nonpolar solvents, where
applicable, instead of water. Data on miscibility also provide necessary
information to support acceptable labeling for tank mix and spray
applications {if the tank mix of the pesticide product is oil, based or
diluted with oil).”

. 1- S --3.4.""“' car wmpbltaay

e T2

L Envirommental Poseidn Ay
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. US 'Envimmngntai l_’-ggj@gtjgn Agency

 Ms. Dani Daniel
Registration Division (H7505C) ...

The Advantage Plus fonnulatlon isa ready~to—use llquld for dlrect applzcatlon in
small amounts (no greater than 4.0 ml) directly to dogs or cats. The Advantage
Plus formulation is not to be diluted with any material and obviously is not
intended for tank mix and spray applications. ‘Thus, iiscibility data are not .
applicable and should not be required fér the Advantage Plus formulation.

Dielectric Breakdown Voltage. The OPPTS Test Guideline 830.6321 for
Dielectric Breakdown Voltage states the following:

“The objective of this test is to determine the potential for hazard when the
pesticide product is used on or in the vicinity of electrical equipment and
electrical conduits. The dielectric breakdown voltage of an insulating
liquid is of importance as a measure of the liquid’s ability to withstand
electric stress without failure. Data is required when the end-use product
is a nonconductant liguid and is to be used around electrical equipment.”

The Advantage Plus formulation is to be applied directly to dogs and cats in small
. .volumes (agam,, néver more than 4.0 ml even Wwith the largest ammals) Clearly
- -.th:s usé is Nt around. electric. equlpmem and 1hus2 these. data are not_agphcablq:

; and should not be reqmred for the. Ad‘vamage'Pl’l.ts fotmulation. -
With the enclosed enforcement method and rationale for not needing testing for
explodability, storage stability. dielectric breakdown voliage and miscibility, all the
Agency’s requirements for product chemistry for the Advamage® Plus products (EPA
File Symbols 11556-REQ, -REA, -RE|, -REL, -RET, -RGN) should be fulfilled.
Please call me at (913) 268-2751 if you have any questions or need additional
information.
Sincerely,
/// / ""U/
Gregory G. Gaglidno
Manager, Environmental Research .-
GGGt '
Enclosures
- ¥ : - ’ ~ '-;-;‘: £ ﬂ et t "f-,-
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"DETERMINATION OF IMIDACLOPRID AND. PYHIPROXYFQQ;&- . gﬁ;-"onira }TQV‘I

| 9
IMIDACLOPRID/PYRIPROXYFEN TOPICAL SOLUTION, Fonmuﬁmons““ LA No 703"

BY HPLC SUPERSEDES: 11/19/98
Z / PAGE 1 of 6§
- ' j PR
D 1o score _ O
{_', Applicable to samples of the Imidacloprid {10% wiv, 9.1% w/w)/Pyriproxyfen {1% wiv, 0.9%
o wiw or 0.5% w/v, 0.46% w/w} Topical solution formulations.
- )
I-j 2.0 PRINCIPLE/SUMMARY
"5 The imidacloprid/pyriproxyfen formulation is dissolved and diluted with an acetonitrile/phosphate
-< buffer diluent to reduce the concentration to give responses in the linear range of the detector.
j{‘ The solutions are analyzed by reversed-phase high performance liquid chromatography {HPLC}
-t with UV absorbance detection at 230 nm. The concentrations of the analytes are determined,
’ using peak area data, by external standard calculation and single-point calibration with a known
“ standard.
’ . 3.0 REFERENCES
~ e e .3;1 - TMA 5 15 : $pecmo Grawt-yuf L1q‘qids bv,‘i':rMA 45 TR "_‘"""»'-'.’ R ’ e
j s 3.2° PRD82O, - " "Chromatographi¢ Analysis - R&D™ ° ’ ) . o
3.3 PQCs83s, "Chromatographic Analysis in Pharmaceutical QC"
3.4 MD204, “Validation of Chromatographic Analytical Test Methods™
4.0 REAGENTS
4.1 Acetonitrile, HPL.C grade
4.2 Water, HPLC grade
. 4.3 Phosphoric acid 85%, reagent grade
s 4.4 Potassium phosphate, monobasic, reagent grade
e 4.5 Imidacloprid analytical standard of known purity
~ay 4.6 Pyriproxyfen analytical standard of known purity
) 4.7 Buffer - Scale the preparation as required. For 1 L of buffer, dissolve 1.36 g of
potassium phosphate monobasic in 1 L of HPLC grade water.
Adjust the pH to 3.0 with phosphoric acid {approximately 0.1 mi). ;
o 4.8 Diluent - Scale the preparatlon as required. Combu}e 650 mL of buffer wlth 350 rnL of ’.{
L o LU acetomtr:le ‘mix- thoroug‘hly, and filter, '
:; 4 9 Pump A~ mobile phase ™ Scale the preparation as reqmred Combine 800 mlL of buffer
N with 100 ml of acetonitrile, mix thoroughly, filter and degas.
- 4.10 Pump B - mobile phase - Scale the preparation as required. Combine 15G mL of buffer
with 850 mL of acetenitrile, mix thoroughly, filter, and degas. ;
5 5.0 APPARATUS/MATERIALS/SUPPLIES ‘_

Tuel A0 -

5.1 Analytical balance
5.2 High Performance Liquid Chromategraph (HPLC} equipped with a column oven, binary
gradient capability, and a UV detector capable pf. monltormg absarbance at 230 nme . o

A.-:Sé Auwsamplerwim a ZGMLm}ectlon capaci;g RN

-

5, 4 Cofu,mn chleosu C!B 5 nm particle size, 12Q angstrom -por'e 5|Ze, ’1257: ¢mm
" 5.5 Vacuum filtration apparatus. .
5.6 Gelman Nylaflo membrane filters, 0.45 um pore size.




":' - QETERMINATEON 3 IM!E}ACLOPH!D ANE} PYRIPROXYFE& »
' !MIDACLOPRIDIPYRIPROXYFEN TOPICAL SOLUTION FORMULATI .
BY HPLC . . SUPERSEDES: 11!19!99

) . : PAGE 2 of 6

Y

5.7 Glassware - 50, 100 and 250 mL class A volumetric flasks and 10'mL:class A volumetrie= i -
pipets,

FATION

6.0 PROCEDURE

i,

PR N RN VI Y

6.1 rd Prenaration

1. Transfer approximately 0.070 g {accurately weighed to = 0.0001 g} for 1%
pyriproxyfen analytical standard to a 100 mL volumetric flask. Dissolve and dilute to
volume with acetonitrile.

2. Transfer approximately:
. 0.070 g {accurately weighed to =0.0001 g} for 1% pyriproxyfen formulations of
imidacloprid analytical standard 10 a 250 mbL volumetric flask.
« . 0.140 g {accurately weighed to =0.0001 g} for 0.5% pynproxyfen formula'ttons
of 1m;daciopnd. anaiyt:cat standard-to-a 250wl volumetric fladk. - '

R r
.2 L
-~
.
-

~ee o oo Diissolve with approximately:7Fml of-dituént.: Frakbter HOAHE: af thewolutioR fForT “""'-'3 |
— T step 6:1.1 to the flask, dilute to volume with' diluent, and fnix thoroughly.
5.2 Sample Preparation -
1. For 1% {wi/v) pyriproxyfen formulations:
Transfer approximately 0.140 g laccurately weighed to +0.0001 g} of sample to a
50 mL volumetric flask. Dissolve and dilute to volume with diluent. .
- 2. For 0.5% wiv pyriproxyfen formulations:
d Transfer approximately 0,280 g {accurately weighed to +0.0001 g} of sample to a
e 50 mb volumetric flask. Dissolve and dilute to volume with diluent.
.-\ -
’ 5.3 hrom ranhic Analysi
1. Set the following instrumental conditions:
‘.J ’ N . ot - LS
ey .injection valume 20l -0 e 0 oo ‘
- < »+0  Wayelength - © . 230mm’ T ST -
\ Temperature 40°C
< Run Time 53 minutes
= Gradient program: {The gradient ramps are linear}
-’i Time {min) Flow (ml/min) %R
P -
0 1.0 10
13.8 1 O 10
T T [+ Ko BT . 10 S T 73 ' '
' 38.0 1.0 73

39.5 1.0 100
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"oeremmmu OF IMIDAGLOPRID AND PYRIPROXVFENTE = o CEFFDATES
IMIDACLOPRID/PYRIPROXYFEN TOPICAL SOLUTION Fﬁmﬁfiﬁ‘“ RG]

R

BY HPLC SUPERSEDES: 11/19/99
PAGE 3-of 6
Time (min o (o i PTEEAT A
420 1.0 100
42.5 2.0 10
51.0 2.0 10
51.1 1.0 10

2. Obtain a stable haseline before making an injection,

3. Proceed according to PQC-838 {QC) or PRD-820 {R&D} except for sections 4.1 and
4.4,

4. Compare the retention times of imidacloprid and pyriproxyfen in the analytical standard
chromatogram to those in the sample chromatogram The retention times should be

r .‘r._‘,i LA MR . . -‘.’_._..

7.0 CALCULATIONS

u/. Lo NTATION

Determine the % imidacloprid and % pyriproxyfen in the sample by comparison of the respective
peak areas from the sample chromatogram to those from the standard chromatogram.

:W‘,, x P
Aaw

o
h A XKxF

] % (wiw) analyfe = m_“ﬁ}M

1ol

:-':'.._~ - = i, N e . -t L. . T . -.“_‘.- - x K x F x d . '. . .
"y ) .o . . %{w[v) aﬂaf}r’fe--- lpi "
) w
- ag = Yw=ight of the analytical standard (g}

Percent purity of the analytical standard.
Ar=za of the analyte peak in the standard chromatogram.
A-=3 of the analyte peak in the sample chromatogram.

» U

A\ PN
I)u

apl =
F = D _tion factor: 0.2 for imidacloprid, 0.02 for pyriproxyfen.
W,y = \.zight of the sample.{g]. o o . .
i d o= Density of the sampledgionbl e i e |

i
REV NO: 03 §

similar for pyriproxyfen (0.1 min for |m|daciopr,;d 0 4 min for. pwlproxtfan} Typ:cai‘ -
’ hromatograms are. shovyn in- thures 1.and 2 B L T TR

&




"“‘““%&T:An \.OF IMCLOPRIDAND?YR!PROXYF
IMIDACLOPRIDIPYRIPROXYFEN TOPICAL SOLUTION F 3 : : VoNO Y
B8Y HPLC \ ELEE SUPERSEDES 11!19)99
) ' / PAGE 4 of 6
Z — === L = S— T e
. ! B
Q 8.0 INTERPRETATION OF RESULTS ; ' . . (T
;(... The results should meet Bayer specifications. If not, notify the supervisor,
= 8.0 VALIDATION
.Z .
‘1] This method was validated for the 1% w/v {0.8719% w/w) pyriproxyfen formulation and the results
E of the validation are presented in a Bayer Animal Health report 74888, Validation for other
3 formulations will be in Report No. 75130,
;) REASON TO ISSUE:  To update Figures 1 and 2, typical chromatograms.
- Chnis Basad |
A :!{'13[0{‘] . _Qe._ggm:.—«hr 2% N SR
!_ .Pharmageutical R& D . .. . ., ' .. Date. . Quality. Asstrance«, ., . .- Date.
‘g . ':: ._..-.':.‘::,_ - re ‘.'.'-"/"'-' <, L. LR R L, - P Y ‘-3‘_«‘-1--. . e "'. - [ Yo -~
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TYPICAL STAND'&ED CHROMATOGRAM
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S Ty UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
3{?@% WASHINGTON, D.C. 20460
=
w
%)4 L mtﬁ“f
OFFICE OF
PREVENTION, PESTICIDES AND
TORIC SUBSTANMCES
0CT 5 2
Mr. F. Terry McNamara
Bayer Corporation
Animal Health, Agriculture Division
P.O. Box 390

Shawnee Mission, KS 66201

Subject: Applications for New Advantage Products
Reg. No. 11556-REA, REQ, RE], REL, RET, RGN
Your submission date, April 7, 2000

Dear Mr. McNamara:

e Enclosed are the final two aniral safety study reviews, for registration numbers 11556-
REA and REO. You should now have complete package. If you are missing any reviews, please
let me know. .

The labeling referred to above, submitted in connection with the above registrations under
the Federal Insecticide, Fungicide, and Rodenticide Act is not acceptable for the reasons below:

As indicated in my June 16, 2000, letter a number of deficiencies exist with your labels and
confidential statements of formula that need to be corrected before a registration can be given.
The following are deficiencies are can be found in the product chemistry review:

1. The proposed labels should contain a “Note to Physician”. The following statements are
suggested types of information that may be included, if applicable:

-technical information on symptomatology;

-use of supportive treatments to maintain life functions;

-medicine that will counteract the specific physiological effects of the pesticide;

-company telephone number to specific medical personnel who can provide specialized
medical advice.

2. Because the nominal concentrations of a.i.’s on the CSF are not identical to the label
concentrations, the Registrant should resubmit the CSF and label and ensure that the

Inlernel Address ({JRL) » hitp./iwww epa.gov
RecycledMRecyclable « Printod wilh Vegetabie OF Based Inks on Reocycled Paper (Minimum 25% Posiconsumer) 4 3




~ v\

concentrations of the a.1.’s are correct and identical.
3. The name and address of the suppliers of inserts should be included on a revised CSF.

4. The enforcement analytical method will be satisfactory, providing the Registrant submits a new
copy not labeled “confidential Business Information.” This is a 3-97 FIFRA requirement {(Section
10(d)(1) needed for enforcement purposes, etc.

5. Group B product chemistry requirements listed in series 830 guidelines under 40CFR 158.190
explodability {830-6315), Storage Stability of the product {830-6317), miscibility (830-6319) and
dielectric breakdown voltage (830-6321) have not been fulfilled and should be submitted.

6. None of the subject products are substantially similar to any of the parent products from a
product chemistry point of view, because they each contain an additional a.i. and inert ingredient,
and because the nominals and certified limits of the components are not substantially similar.

Please read the reviews and make changes as specified. Upon making the changes, please
resubmit your labels and CSFs. If there are question, call me at 703 305-5409.

Since/rely,

Dani Daniel
Insecticide-Rodenticide Branch
Registration Division 7505C

Enclosure: -

44




Reason To Issue:  Propose Registration Date: 04/07/00

{Front Panel)

Advantage Plus® 10.
Topical Solution ~

Once-A-Month Topical Flea Treatment For Dogs and
Puppies 7 Weeks and Older and 10 1bs. and Under

READ ENTIRE LABEL BEFORE EACH USE

For the Prevention and Treatment of Flea Infestations on Dogs

* Available Only Through Licensed Practicing Veterinarians
o Kills 98-100% of the Fleas on Dogs Within 12 Hours
o Kills Reinfesting Fleas Within 2 Hours
¢  One Treatment Prevents Further Flea Infestation For At Least Four Weeks
¢ Kills Adult Fleas, Eggs, and Larvae
o Prevents Immature Fleas from Developing into Biting, Breeding Adults
o Provides 3-Way Protection Against Fleas, Breaking Life Cycle at Egg, Larval,
and Adult Stages
%
Active Ingredients By Weight
Imidacloprid; 1-f(6-Chloro-3-pyridinyl) methyl]-N-nitro-2-imidazolidinimine . . 9.10%
Pyriproxyfen; 2-{I-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine .. ......... 0.46%
Inert TN e S . . it i e e e e e e 90.44%
771 S S 100.00%
KEEP OUT OF REACH OF CHILDREN
CAUTION
See Below First Aid and Precautionary Statements cers
PRECAUTIONARY STATEMENTS ] .
HAZARDS TO HUMANS sessee Seesle
Harmful if swallowed. Causes moderate eye irritation. Avoid contact with eyes or clathmg
Wash hands thoroughly with soap and warm water after handling. esnee’ veue
x:moiij/fabelspr/AdvanPius10-4pk. Doc Page | of §
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.Reason To Issue: Propose Registration Date: 04/07/00

HAZARDS TO DOMESTIC ANIMALS

For external use only. .
Do not use on puppies under 7 weeks of age.

As with any product, consult your veterinarian before using this product on debilitated, aged,
pregnant or nursing animals, Individual sensitivities, while rare, may occur after using ANY
pesticide product for pets. If signs persist, or become more severe, consuit a veterinarian
immediately. If your animal is on medication, consuit your veterinarian before using this or
any other product., For consumer questions cali 1-800-255-6826. For medical emergencies
call 1-877-258-2280.

FIRST AID

If in eyes: Hold eye open and rinse siowly and gently with water for 15-20 minutes.
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Calia
poison control center or doctor for treatment advice,

If swallowed: Cail a Poison Controi Center or doctor immediately for treatment advice.
Have person sip a glass of water if abie to swaliow. Do not induce vomiting unless told to do
so by the poison controi center or doctor. Do not give anything to an unconscious person.

If on skin: Wash with plenty of soap and water,
To Physician: Treat the patient symptomaticaily.

Four 0.4 mL Tubes

EPA Est. 11556-DEU-1
EPA Reg. No. 11556-XXX

Manufactured For

Bayer Corporation sous
Agricuiture Division E * E*E "*:
Animal Health . H L
Shawnee Mission, Kansas 66201 USA it e
Made in Ge!m&'ﬂy OC.CC. M :o

x:moiij/labelspr/AdvanPlus10-4pk. Doc Page 2 of 8
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- Reason To Issue:  Propose Registration Date: 04/07/00

(Back Panel)

Advantage Plus® 10

Topical Solution
Fast
Effective
Multi-Stage Flea Control

Once-A-Month Topical Flea Treatment for Dogs
and Puppies 7 Weeks and Older and 10 1bs. and Under

o Available only through licensed practicing veterinarians

e Kills fleas within 12 hours

¢ Kills reinfesting fleas within 2 hours

¢ Prevents reinfestation for up to 4 weeks

e Convenient, easy to apply

e Kills adult fleas, epgs and larvae

READ ENTIRE LABEL BEFORE EACH USE

x:moiij/labelspr/AdvanPlus [ 0-4pk. Doc Page 3 of 8

47




Reason To Issue:  Propose Registration Date: 04/07/00
Supersedes: None

(Leaflet)
Advantage Plus® 10
Topical Selution

Once-A-Month Topical Flea Treatment for Dogs and
Puppies 7 Weeks and Older and 10 lbs and Under

READ ENTIRE LABEL BEFORE USE

For the Prevention and Treatment of Flea Infestation on Dogs.

: %

Active Ingredients By Weight
Imidacloprid; 1-[(6-Chloro-3-pyridinyl) methyl]-N-nitro-2-imidazolidinimine . . 9.10%
Pyriproxyfen; 2-[1-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine .. ....... .. 0.46%
Inert Ingredients .. .. ... 90.44%
Total . o e e e e 100.00%

KEEP OUT OF REACH OF CHILDREN
CAUTION

See Below First Aid and Precautionary Statements

PRECAUTIONARY STATEMENTS
HAZARDS TO HUMANS

Harmful if swallowed. Causes moderate eye irritation. Avoid contact with eyes or clothing.
Wash hands thoroughly with soap and warm water after handling.

HAZARDS TO DOMESTIC ANIMALS

For external use only.

Do not use on puppies under 7 weeks of age. soee
As with any product consult your veterinarian before using this product of debit itated, afed,
pregnant or nursing animals. Individual sensitivities, while rare, may occurafter usmg' ¥
pesticide product for pets. If signs persist, or become more severe, consult a‘\zet'&rl nasien «
immediately. If your animal is on medication, consult your veterinarian beforesysing thisor
any other product. For consumer questions call 1-800-255-6826. For medl.c:a.l.émergencms
call 1-877-258-2280. ®ees’

x:moiij/fabelspr/AdvanPlus [0-dpk. Doc Page 4 of 8
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-Reason To Issue;:  Propose Registration Date: 04/07/00

FIRST AID

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes.
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a
poison control center or doctor for treatment advice.

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice.
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do
so by the poison control center or doctor. Do not give anything to an unconscious person.

If on skin: Wash with plenty of soap and water.
To Physician: Treat the patient symptomatically.

DIRECTIONS FOR USE

It is a violation of Federal Law to use this product in a manner inconsistent with its labeling.

HOW TO APPLY
1. Use only on dogs. Do not use on other animals.
2. Remove one applicator tube from the package.

>
(25

’
3. Hold applicator tube in an upright position, Pull cap off tube. 2 "3°% ::

4, Turn the cap around and place other end of cap back on tube. e :E :::"i‘
5. Twist cap to break seal, then remove cap from tube. ':E':: ¢ :’ )

x:moitj/labelspr/AdvanPlus 10-4pk, Doc Page Sof 8
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Reason To Issue:  Propose Registration | Date: 04/07/00

6. The dog should be standing for easy application. Part the hair on the dog’s back,
between the shoulder blades, until skin is visible, Place the tip of the tube on the skin
and squeeze the tube twice to expel the entire contents directly on the skin,

Do not get this product in your pet’s eyes or mouth.

7. Discard empty tube as described in Storage and Disi)osal.

The successive feeding activity of fleas on pets frequently elicits a hypersensitivity skin
disorder known as flea allergy dermatitis (FAD). Treatment of pets with Advantage Plus®
rapidly kills fleas and reduces the incidence of this condition.

Advantage Plus® kills 98-100% of the existing fleas on pets within 12 hours. Reinfesting
fleas are killed within 2 hours with protection against further flea infestation lasting for up to
four (4) weeks. Pre-existing pupae in the environment may continue to emerge for six

(6) weeks or longer depending upon the climatic conditions.

Fleas, eggs and larvae in the pet’s surroundings are Xilled following contact with an
Advantage Plus® treated pet. Advantage Plus® provides multi-stage flea control effectively
breaking all flea life-cycle stages for quick and lasting control of flea populations.

Advantage Plus® kills adult fleas quickly, inhibits the development of immature flea life
stages and prevents them from reaching the biting adult stage.

Advantage Plus® remains efficacious following a shampoo treatment, swimming or aftg{
exposure to rain or sunlight,

-8
'y ]

e

L
noonn aanae

Monthly treatments are required for optimal control and prevention of fleas. ¢ : :

3 . o

a [
adpie L Lad
If re-treatment becomes necessary earlier than four weeks, do not re-treat mote than once.
weekly. . sreer LT
X LN J
*eda
x:moiij/labelspr/AdvanPlusi0-4pk. Doc Page 6 of 8
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Reason To Issue:  Propose Registration Date: 04/07/00

STORAGE AND DISPOSAL

Do not contaminate water, food or feed by storage ar disposal.

Storage: Store in a cool, dry place. Pesticide Disposal: Securely wrap original container in
several layers of newspaper and discard in trash. Container Disposal: Do not reuse empty
container. Wrap container and put in trash.

LIMITED WARRANTY AND LIMITATION OF DAMAGES

Bayer Corporation, Agriculture Division, Animal Health warrants that this material conforms
to the chemical description on the label.  BAYER CORPORATION MAKES NO OTHER
EXPRESS OR IMPLIED WARRANTY, INCLUDING ANY OTHER EXPRESS OR
IMPLIED WARRANTY OF FITNESS OR MERCHANTABILITY, and no agent of Bayer
Corporation is authorized to do so except in writing with a specific reference to this warranty.
Any damages arising from a breach of this warranty shall be limited to direct damages and
shall not include consequential commercial damages such as loss of profits or values, ete.

EPA Est. 11556-DEU-1
EPA Reg. No. 1155632k L= £

Manufactured for Bayer Corporation
Agricuiture Division, Animal Health
Shawnee Mission, Kansas 66201 U.S.A.

i
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x:moilj/labelspr/AdvanPlus10-4pk. Doc Page 7 of 8
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. Reason To Issue:  Propose Registration

(Label on Individual Tube)

Advantage Plus®
9.10% Imidacloprid

0.46% Pyriproxyfen

0.4 mL

EPA Reg. No. 11556-XXX

CAUTION

Keep Out of Reach of Children
Read The Entire Label Before Use
BAYER

Lot No. 0060000
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&h UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
7 ¢ WASHINGTON, D.C. 20460

OFFICE OF
PREVENTION, PESTICIDES AND
TOXIC SUBSTANCES

SEP 18 2000

Mr. F. Terry McNamara

Bayer Corporation

Animal Health, Agriculture Division
P.O. Box 390

Shawnee Mission, KS 66201

Subject: Applications for New Advantage Products
Tox and Animal Safety Studies
Reg. No. 11556-REI, RET, REL
Your submission date, April 7, 2000

Dear Mr. McNamara:

Just a note to let you know that we are coming to a close with reviewing vour six new
product applications for Advantage. Enclosed is a copy of three completed animal safety study
reviews. To complete the reviews, two animal safety study reviews are need. Upon completion,
—  will notify you as to when you can commence with [abel changes needed to satisfy registration of
your products. If there are questions, call me 703 305-5409.

Dani Danjel
Insecticide-Rodenticide Branch
Registration Division 7505C

Enclosure:

Recycled/Recyclable
Printed with Soy/Canela Ink on paper thet
% toniaing ot lase 50% recycled fiber
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September 8, 2000

MEMORANDUM

EPA File Symbol: 11556-RE! Advantage® Plus 10 for Dogs
DP Barcode: D265774

Case No: 068809

Submission: $579325

PC Codes: 129089 Imidacloprid; 129032 Pyriproxyfen

From: Byron T. Backus, Ph.D., Toxicologistis{
Technical Review Branch
Registration Division (7505C)

To: Helene DanielfTina Levine, PM 04
. Insecticide-Rodenticide Branch
Registration Division (7505C)

Registrant: BAYER CORP.

ACTION REQUESTED: Review two companion animal (adult dog and puppy) studies on a
formulation containing 9.1% Imidacloprid and 0.9% Pyriproxyfen. It is noted that the label
for the proposed product has an active ingredient declaration of 9.1% Imidacloprid and
0.46% Pyriproxyfen. The MRID numbers of the two studies are 45097101 (puppy) and
45097102 (dog).

COMMENTS AND RECOMMENDATIONS:

1. Both the puppy study (MRID 45097101) and the adult dog study (MRID 45097102)
o have been classified as acceptable. For both studies, the lack of any indications of a
consistent toxicological response following exposures (4 in each study) to 5X levels
of the label-specified application rates indicates that an adequate safety margin

exists for this formulation and its proposed use on puppies 7 weeks and older as well
as adult dogs. These studies, together with the previously submitted acute toxicity
studies, adequately address the toxicity data requirements for this proposed product.

2. In a previous TRB memorandum (Aug. 30, 2000, DP Barcode D265773) it was
stated that 11556-RE! Advantage® Plus 10 for Dogs has the following acute
toxicity profile:
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Acute Qrat LD50 th

. Acute Dermal LD50 vV
-r . Acute Inhalation LC50 Vv ) -
Primary Eye lrritation {{;
Primary Dermal Irritation Vv
Dermal Sensitization No

3. All studies (the six acutes, reviewed in the TRB memorandum of Aug. 30, 2000, as
well as the puppy and dog companion animal safety studies) were conducted on a
formulation containing 9.1% Imidaclopnd and 0.9% Pyriproxyfen. The proposed
product has a label declaration of 8.1% Imidacloprid and 0.46% Pyriproxyfen, with
90.44% inert ingredients.

4. The proposed application rate to dogs and puppies (7 weeks and older) weighing
less than 10 ths is 0.4 mL product/dog with monthly treatments for optimal control of
fleas, but "If re-treatment becomes necessary earlier than four weeks, do not re-treat
more than once weekly.”

| 5. As previously noted (TRB memorandum of Aug. 30, 2000), since the Oral LD,, value
. is below 1500 mg/kg, and this product has residential uses, it will require Child
Resistant Packaging (CRP).

6. The precautionary labeling for this product, based on the acute toxicity profile and as
obtained from the Lahel Review System, is given in the TRB memorandum dated
Aug. 30, 2000.

7. The following is the executive summary from the review for the study on adult dogs
in MRID No. 45097102: '

in a companion animal safety study (MRID 45097102) with adult beagles (ages
ranging from 1 year and 3 months to 6 years), Advantage Plus® for Dogs (Active
ingredients: 8.1% Imidacloprid w/w; 0.8% Pyriproxyfen w/w) was applied topically at
dose volumes of 5.0 mL for dogs weighing 11-20.4 Ibs and 12,5 mL for dogs weighing

o 20.5-55 Ibs.(five times the recommended dose) to groups of 6 male and 6 female
dogs. Eight dogs were consistently dosed with 12.5 mL of the formulation/application,
and four were consistently dosed with 5 mU/application. Confrols were dosed with the
vehicle at dose volumes of 5.0 mL for dogs weighing 11-20.4 tbs and 12.5 mL for dogs
weighing 20.5-55 Ibs.(5.86 times the volume of the vehicle present in the recommended
dose). Five dogs were consistently treated with 12.5 mL vehicle/application, five were
consistently dosed with § ml fapplication, and two dogs received 12.5 ml/application
for the first, second and fourth applications, and 5.0 mi/application for the third
application. Dogs were treated on study days 0, 7, 14, and 21.

There were no deaths during the study. The dogs received no concomitant
medication or therapy during the treatment period. The most prominent clinical sign
was a rough appearance of the hair coats on dogs from both groups following
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"treatment and lasting for up to 36 hours; however, there were no signs of irritation at
the application sites. Several dogs from both groups, “jumped excessively due to
excitement” on study day 21. The study report did not indicate which dogs. Three

_ dogs (two from the test substance group and one from the vehicle controf group) also

exhibited sore footpads on that date. These findings for day 21 were not noted at any

other time during the study. There were no treatment related effects on body weights,
food consumption, or clinical pathology parameters.

It is also noted that the proposed products (containing approximately 9% Imidacloprid,
but only 0.46% pyriproxyfen, rather than the 0.9% in the formulation as tested) are
similar to existing registered products containing 9% Imidacioprid as sole active.
Pyriproxyfen is known to have a low toxicity to mammalian species.

The study is classified as Acceptable/Guideline as a companion animal safety study
(OPPTS 870.7200) in dogs. The lack of any consistent indications of a toxicological
response following exposures (a total of 4) to 5X label-specified use applications of
the test material indicates that an adequate safety margin exists for this formulation
and its proposed use on adult dogs.

. The following is the executive summary from the review for the study on beagle
puppies (7 weeks old at the time of first treatment) in the study in MRID No.
45097101:

In a companion animal safety study (MRID 45097101), Advantage Plus® for Dogs
(Active Ingredients: 9.1% Imidacloprid wiw; 0.9% Pyriproxyfen w/w) was applied
topically at a dose of 2.0 mL/puppy (56X the label specified dose of 0.4 mL/puppy for
puppies <10 ibs) to.a group of 7 male and 7 female beagle puppies, seven weeks of
age at the time of first treatment. Individual weights of the puppies in the treatment
group ranged from 2.54 to 4.01 lbs (1.15-1.82 kg) on day -1. Controls (7M, 7F; weight
range: 2.49-5.03 lbs; 1.13-2.29 kg) were dosed with the vehicle alone at a dose of 2.0
mL/puppy (5.6X the volume of the vehicle present in the specified dose). Both groups
were treated on study days 0, 7, 14, and 21. The recommended label dose is once a
month. However, the labeling for these products inciudes the statement; "If re-
treatment becomes necessary earlier than four weeks, do not re-treat more than once

‘weekly.”

There were no deaths during the study. Following all treatments, a rough hair coat
condition at the application site was noted on 3-14 puppies of both groups, and white
powder was occasionally noted at the application sites; however, there were no signs
of irritation. One puppy from the test substance group was found to have ocular
discharge and “crusty patches” on its ventral abdomen, by the lip and under each eye
on study day 36. The puppies completed treatment for coccidiosis on study day -8.
During the remainder of acclimation, in the test substance group there were two
observations of loose feces with mucous and five observations of diarrhea, with or
without mucous or red colored mucous, exhibited by four animals. In the vehicle
control group, there were two observations of loose feces with mucous, exhibited by
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‘two animals.

During the treatment/observation period, in the vehicle control group, there were
seven abservations of diarrhea (including one with blood) exhibited by 5 animals, and
in the test substance group, there were 2 observations of diarrhea, 4 observations of
loose feces with mucous (all four of these observations were made on a single female
on day 14 post-application), and one observation of only red mucous. It is noted that
there was an increased incidence of loose stools in a considerable number of animals
(in both treatment groups) following the second {day 14) treatment. In the test
material group, 6/14 puppies had loose stools (one with mucous) at one or more times
on day 14 following treatment; only one of these puppies had shown this symptom on
day 14 prior to treatment. In the vehicle control group, 5/14 puppies had loose stools
after treatment; none had shown this symptom on day 14 before treatment. This was
not observed on treatment days 7 and 21, and an examination of the data for day 0
indicates the 3/14 puppies in the test material group showing this symptom after

‘treatment had also shown it before treatment on that day, whereas the 3/14 in the

vehicle control group showing this symptom had it only after treatment. Mean
leukocyte counts were slightly elevated on study days 1 and 22 for the test substance
group and on study day 1 for the vehicle control group, and the mean neutrophil count
for the test substance group was also slightly elevated on study day 1; however, the
mean neutrophil count for all puppies on the study was slightly elevated on day -1
(preexposure) as was the leukocyte count. There were no treatment related effects on
body weights or food consumption.

The guideline states that animals should be free from infectious diseases which could
complicate the interpretation of study results. It is concluded that, while marginal (in
the vehicle control group there were 7 observations of diarrhea - one with blood -
exhibited by 5 animals, and in the test substance group there were 2 observations of
diarrhea in 2 separate females, 4 observations of loose feces with mucous made on a
single female on day 14 post-dosing, and one observation of red mucous, exhibited
by a male on day 22) these incidences are low enough that we can consider the study
not to be compromised. In addition, the puppies had adequate weight gains during the
treatment period. Overall, it appears that the puppies were infected when they arrived
at the laboratory but were adequately treated. in addition, they may have been under
some stress, The Agency recognizes the difficulties inherent in conducting this type of
study under these circumstances, particularly when treatment has to be initiated when
the animals are no more than seven weeks old and there are severe scheduling
constraints,

It is also noted that this formulation is similar to those of a number of existing
registered products, except for the addition of (.8% pyriproxyfen for efficacy against
flea eggs. Pyriproxyfen is known to have extremely low toxicity (both acute and
chronic) to mammalian species. In addition, the proposed products which this study
is supporting contain 0.46% pyriproxyfen, rather than 0.9%.

Despite the fact that the puppies may not have been entirely free of infection, and
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"despite some deficiencies in the reporting of the data, the study is classified as
Acceptable as a companion animal safety study (OPPTS 870.7200) in puppies. The

lack of any indications of a consistent toxicological respdnse following éxposures {a
total of 4) to 5X label-specified use applications of the test matenal indicates that an
adequate safety margin exists for this formulation and its proposed use on puppies 7
weeks of age and older.




DATA EVALUATION REPORT |

ADVANTAGE PLUS® 10, 20, 55, AND 100 FOR DOGS
[9.1% Imidacloprid with 0.9% Pyriproxyfen Spot-on Formulation]

STUDY TYPE: Companion Animal Safety - Dog (‘OPPTS 870.7200)
MRID 45097102

Prepared for
Registration Division
Office of Pesticide Programs
U.S. Environmental Protection Agency
1921 Jefferson Davis Highway
Arlington, VA 22202

Prepared by
Chemical Hazard Evaluation Group
Toxicology and Risk Analysis Section
Life Sciences Division
Oak Ridge National Laboratory
Qak Ridge, TN 37831

Primary Reviewer:

_Donna [,. Fefee, D.V.M., Signature:

Date:

Secondary Reviewers:

Cheryl B. Bast, Ph.D.. D.A.B.T, Signature:
Date:

Robert H. Ross, M.S.. Group Leader Signature:
Date:

Quality Assurance:

Lee Ann Wilson, ML A. Signature:
Date:

Disclaimer

This review may have been altered subsequent to the contractors signatures above.

Qak Ridge National Laboralory, Managed and Operated by UT-Baltelle, LLC, for the U.S. Department of Erergy
under contract number DE-AC0S5-000R22725.
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ADVANTAGE PLUS' 10 FOR D039 Companion Animal Zafety Btudy {(OPPTE 870.7200]

EPA Reviewer:Byron T. Backus, Ph.D. Date:

EPA Work Assignment Manager:John Redden, M.Se: Date:
Registration Division {7505C)

DATA EVALUATION RECORD

STUDY TYPE: Companion Animal Safety/Dogs [OPPTS 870.7200]

EPA LD NUMBERS: DP BARCODES: D265771, D265774, D265778, D265784;
MRID NUMBER: 45097102

TEST MATERIAL: Advantage Plus® 10, 20, 55, and 100 for Dogs

STUDY NUMBER: 75121 (150.852)

TESTING FACILITY: Bayer Corporation, Agriculture Division, Animal Health, DeSoto
Research Facility, 35040 West 87 Street, Building Number 20,
DeSoto, Kansas 66018

SPONSOR: Bayer Corporation, Agriculture Division, Animal Health

TITLE OF REPORT: Evaluation of the general safety of 9.1% (w/w) imidacloprid with 0.9%
(w/w) pyriproxyfen spot-on formulation in the target species, adult dog

AUTHOR: A.S. Abraham, B.V.Sc., Ph.D.

REPORT ISSUED: April 4, 2000

EXECUTIVE SUMMARY: In a companion animal safety study (MRID 45097102) with adult
beagles (ages ranging from 1 year and 3 months to 6 years), Advantage Plus® for Dogs (Active
Ingredients: 3.1% Imidacloprid wiw; 0.9% Pyriproxyfen w/w) was applied topically at dose
volumes of 5.0 mL for dogs weighing 11-20.4 Ibs and 12.5 mL for dogs weighing 20.5-55
Ibs.{five times the recommended dose) to groups of 6 male and 6 female dogs. Eight dogs were
consistently dosed with 12.5 mlL of the formulation/application, and four were consistently
dosed with 5 mL/application. Controls were dosed with the vehicle at dose volumes of 5.0 mL
for dogs weighing 11-20.4 1bs and 12.5 mL for dogs weighing 20.5-55 1bs.(5.6 times the
volume of the vehicle present in the recommended dose). Five dogs were consistently treated
with 12.5 mL vehicle/application, five were consistently dosed with 5 mL/application, and two
dogs received 12.5 mL/application for the first, second and fourth applications, and 5.0
mlL/application for the third application. Dogs were treated on study days 0, 7, 14, and 21.

Augustbt 2000
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ADVANTAGE PLUS' 10 PGR DOGS : - CompamtonAmtEALl FArety SEudy l0PPTS 870.72001

There were no deaths during the study. The dogs received no concomitant medication or
therapy during the treatment period. The most prominent clinical sign was a rough appearance
of the hair coats on dogs from both groups following treatment and lasting for up to 36 hours;
however, there were no signs of irritation at the application sites. Several dogs from both
groups, “jumped excessively due to excitement” on study day 21. The study report did not
indicate which dogs. Three dogs (two from the test substance group and one from the vehicle
control group) also exhibited sore footpads on that date. These findings for day 21 were not
noted at any other time during the study. There were no treatment related effects on body
weights, food consumption, or clinical pathology parameters.

It is also noted that the proposed products (containing approximately 9% Imidacloprid, but only
0.46% pyriproxyfen, rather than the 0.9% in the formulation as tested) are similar to existing
registered products containing 9% Imidacloprid as sole active. Pyriproxyfen is known to have
a low toxicity to mammalian species.

The study is classified as Acceptable/Guideline as a companion animal safety study (OPPTS
870.7200) in dogs. The lack of any consistent indications of a toxicological response following
exposures (a total of 4) to 5X label-specified use applications of the test material indicates that
an adequate safety margin exists for this formulation and its proposed use on adult dogs.

COMPLIANCE: Signed and dated Quality Assurance, Data Confidentiality, and Good
Laboratory Practice Statements were present.

I. MATERIALS -

A. Test material

9.1% (w/w) Imidacloprid with 0.9% (w/w) Pyriproxyfen Spot-on Formulation
(Advantage Plus® 10, 20, 55, and 100 for Dogs)

Description: not provided

Lot No.: $9-501-66

Active Ingredients: Imidacloprid, 9.1% (w/w); Pyriproxyfen, 0.9% (w/w)

Storage Conditions: in the dark in a closed cabinet at room temperature.

B. Administration: Topical {spot-on)
C. Vehicle

This consisted of the inert ingredients in the proposed product less the active
ingredients.

D. Test animals

Species: Dog
Breed: Beagle

August 2000 8
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Age and weight at study initiation: 15 months-6 years; males: 6.2-12.9 kg; females: 7.9~
149 kg
Source: Harlan Sprague Dawley, Inc., P.0O. Box 29176, Indianapolis, Indiana 46229
Housing: Individually in runs of approximately 36 square feet and greater than 6 feet
high. )
Diet: Commercial food (Harlan Teklad, Madison, Wisconsin), once daily
Water: Potable water, ad libitum
Environmental conditions:
Temperature: not reported
Humidity: not reported
Air changes: not reported
Photoperiod: not reported
Acclimation period: 14 days

iI. STUDY DESIGN

. A. In life dates: start: August 10, 1999; end: September 16, 1999

B. Animal] assignment/ dosage and administration

Dogs were assigned to the groups in Table 1 using stratified blocked randomization
according to weight. Group 1 received the test substance, and group 2 received the
vehicle without the two active ingredients ata volume equivalent to the 5X use rate
volume of the test substance. The dose volume was 5.0 mL for dogs of either group
weighing 11-20.4 pounds and 12.5 mL for dogs of either group weighing 20.5-55
pounds. Treatments were applied to three or more application sites on the top of the
back, from the shoulder to the base of the tail. Animals were dosed on Study Days 0, 7,
14, and 21. Dose volumes for treatments on study days 0 and 7 were determined using
body weights from study day -1, and dose volumes for treatments on study days 14 and
21 were determined using body weights from study day 13.

TABLE 1. Study design
Number of animals | Dose volume (mL)/multiple of recommended dose Number of
Group . j . applications*
Male Female Body weight 11-20.4 Body weight 20,5-55
Ibs Ibs
I. Test substance 6 6 5.0 mL/isX 12.5mL/SX 4
2. Vehicle 6 6 5.0 ml/5.6X 12.5mL/5 86X 4
control
Data taken from pp. 1213, 16-17 MRID 45057102,
* Treatments were given on Days 0, 7, 14, and 21.
o]

Auguat 2000
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ADVANTAGE PLUE® 10 FOR DOGS Companion Animal Safety Study (OPPTS 870.72001

C. Dose selection rationale

The study was conducted as a limit test using 5 times the recommended dose volume.
The product is dosed by volume according to weight in the following pre-measured
dose volumes: 0.4 mL for dogs weighing <10 1bs., 1.0 mL for dogs weighing11-20 lbs.,
2.5 mL for dogs weighing 21-55 lbs., and 4.0 mL for dogs weighing greater than 55 ibs.
Dogs on the study weighing 11-20.4 lbs received 5.0 mL doses, and dogs weighing
20.5-55 1bs. received 12.5 mL doses. All dogs on the study fell into these two weight
ranges. The vehicle control group received the vehicle at dose volumes equal to 5 times
the recommended use volumes of the test substance, equivalent to 5.6 times the usual

~ use volumes of the vehicle. The product is intended for once a month use; however,
the label states that “if re-treatment becomes necessary earlier than four weeks, do not
re-treat more than once weekly.” The study therefore included repeated treatments at
weekly intervals for a total of four treatments.

D. Experimental design

The dogs were observed daily during study days -14 through -1 (the acclimation
period), and twice daily during study days 0 through 37 except on dosing days, when
the animals were observed once prior to dosing and 4 times, approximately 1 hour apart,
following dosing. These observations included evaluation of the “clinical condition™ of
the eyes, appetite, feces, respiration, behavior changes, locomotion and musculature,
skin, and any signs of vomiting. Physical examinations were conducted prior to the
acclimation period and on study days -1 and 37. Body weights were recorded on study
days -14, -7, -1, 13, 20, 28, and 37. Food consumption was recorded once daily during

. the acclimation period and twice daily during the study, except on dosing days, when it
was evaluated 5 times; in all cases, a daily summary of food consumption was also
made. The amount of food consumed was estimated visually and scored as 1, 2, or 3,
indicating, respectively, that greater than or equal to 75%, 25-75%, or less than 25% of
the food was consumed.

E. Pathological parameters

Baseline blood samples were collected on study days -7 and -1, and post-treatment
blood samples were collected on study days 1, 22, and 37. The report did not mention
the venipuncture sites used or whether the animals were fasted overnight prior to blood
collection. Additional samples were collected on study days 3 and 8 from one dog
(#400) that exhibited elevated alkaline phosphatase (ALP), alanine aminotransferase
(ALT), and aspartate aminotrasferase (AST) activities on study day -
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1. The CHECKED (X) parameters were examined.
a. Hematolopy

X X
X { Hematocrit (HCT)* X | Leukocyte differential count®
X & Hemeoglobin (HGB)* X | Mean corpuscular HGB (MCH)*
X ! Leukocyte count (WBC}* X ] Mean corpusc. HGB conc.{MCHC)*
X { Erythrocyte count (RBC)* X | Mean corpusc. volume (MCV)*
X { Platelet count Reticulocyte count
Blood clotting measurements
{Thromboplastin time)
{Clotting time}
X {Prothrombin time)*
X {Activated partial thrombop!lastin time)*
Erythrocyte momho!og_y_
*Recommended in OPPTS 870.7200 Guidelines.
' b. Clinica] chemistry
X ELECTROLYTES X OTHER
X Calcium* X } Albumin®*
X Chloride* X ¢ Blood creatinine*
Magnesium X § Bloed urea nitrogen®
X Phosphorus® Total Cholesterof
X Potassium* X { Globulin®
X § Sodiym* X { Glucose*
- X ] Total and direct bilirubin*
ENZYMES X § Total serum protein®
x Alkaline phosphatase{ ALK)* (TP
Cholinesterase(ChE) Triglycerides .
Creatine kinase™ Serum protein electrophoresis
Eactic acid dehydrogenase(LDH) Albumin/Globulin ratio
X | Serum alanine amino- transferase (also SGPT)* X | Cakium/phosphotus ratio
X Serum aspartate aming- transferase{also SGOT)* X 1 Blood urea nitrogen/creatinine ratio
. Gamma glutamy! transferase(GGT) X ¥ Sodium/potassium ratio
Amylase
Glutamate dehydrogenase

*Recommended in OPPTS £70.7200 Guidelines.

F. Statistics

Baseline body weight and clinical pathology values were calculated for each animal by
averaging the pre-treatment measurements. Body weight data were analyzed by first
comparing the baseline body weights of the two groups by sex with a two-sample t-test.
Body weight changes from baseline were calculated for each post-treatment day (study
days 13, 20, 28, and 37), and body weight changes were then analyzed by sex with a
repeated measure analysis of covariance including terms for Group, Animal (random),
Day, and Group*Day interaction with baseline body weight as the covariate. Clinical

p pathology data were analyzed using a multivariate repeated measures ANOVA,
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including terms for Group, Sex, Animal (random), Day, and Group*Day interaction. If
the Sex effect was statistically significant at the 0.10 level, the data were analyzed by
sex with a multivariate repeated measures ANOVA including terms for Group, Animal
(random), Day, and Group*Day interaction. If the Group*Day interaction was
statistically significant at the 0.10 level, the data were graphed to investigate the nature
of the Group by Day interaction, and the data for each study day were compared with
normal ranges.

. Disposition of animals

Not reported.

. Comp_liancc

Signed and dated Quality Assurance, Data Confidentiality, and Good Laboratory
Practice Statements were present.

HI.RESULTS

A. Exposure levels

Each 1.0 mL of the product contained 100 mg of imidacloprid and 10 mg of
pyriproxyfen. For thirty days’ efficacy, the minimum desired efficacious dose for
imidacloprid is 10 mg/kg, and the desired minimum efficacious dose for pyriproxyfen is
0.5 mg/kg. In terms of desired minimum efficacious doses in mg/kg, the exaggerated
doses used in the study ranged from.5.4X to 13.2X for imidacloprid and 10.8X t0 26.4X
for pyriproxyfen.

. Mortality

There were no deaths during the study.

. Clinical signs

Clinical observations are presented in Table 2. On study day 1, one male in the test
substance group vomited some food. On study day 15, one male in the vehicle control
group voided a soft stool. On study day 21, several dogs “jumped excessively due to
excitement.” The study report did not indicate which dogs, the exact number or give
any other details other than the fact that three of them (two from the test substance
group and one from the vehicle control group) exhibited sore footpads. Following the
treatments, the hair coats of dogs from both groups appeared rough, with this
appearance lasting for up to 36 hours. No signs of erythema, edema, or alopecia were
reported in any of the treated animals.

12

65
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Cosspanion Animal Safaty Study (OPPTI 870,7200)

TABLE 2. Clinical observations of dogs treated with Imidacloprid/Pyriproxyfen Spot-on Formulatian,

Treatment group Day Observation
. Test Substance [ Rough hair coat in 2 males and 2 females;
vomiting in [ male
7 Rough hair in 4 males and 2 fernales
4 Rough hair in 2 males and 3 females
[5 Rough hair in | male and 2 females
16 Loose stuul int [ male
20 Rough hair in 6 males and 6 fernales, with white puwdes® on [ male
and [ female;
at least | male and une female “jumped excessively due to
excitement”;
sore front foot pad in 1 male; sure rear foot pad in | female
1 Rough hair coat in | female
2. Vehicle control 7 Rough hair cuat in 3 males and 3 females
14 Rough bhair coat in 3 males and 3 females
15 Loose stools in [ male
21 Rough hair coat in 6 males and 6 females;

sore rear foot pad in one male;

at least | male jumped "excessively due tu excitement”

Data taken from text, p. 21and Table 2, p. 27, MRID 45097102,

* On papge 21 the report staled that on study day 2["several” dogs “jumped excessively due lo excilement.” Three of
those dogs exhibited sore foutpads.
* The white powder wds presumed to be from the drying of the test material.

D. Bodyweight and weight gain

Between study day -1 and study day 13, the mean body weights of all groups (test
substance group males, females, and combined and vehicle control group males,
females, and combined) decreased. Between study day 13 and study day 37, the mean
body weights of all groups increased slightly with each consecutive weighing. The
statistical report stated that there was no significant difference between groups in the
post-treatment change in body weights.

E. Food consumption

All of the dogs on the study generally consumed greater than or equal to 75% of their
food. One female (#397) in the test substance group consumed between 25 and 75% of
her food on study days -14, -13, and study days 17-20, and one female (#393) in the
vehicle contro] group consumed between 25 and 75% of her food on study days 20, 30,
31, 33, and 34; both dogs consumed greater than or equal to 75% of their food during

August 2000
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the remainder of the pre-treatment and treatment intervals. The study report did not
include the quantities of food the dogs were fed.

F. Hematology

There were no treatment related effects on hematology parameters. There were slight
increases in leukocyte and neutrophil counts of one dog in the test substance group
(#400, see also, below G. Clinical chemistry) on day -1 as compared with day -7. The
day 37 leukocyte and neutrophil counts of three dogs in the vehicle control group were
slightly increased, as compared with their baseline pretreatment values. These increases
were all very slight, and all values remained within the baseline pre-treatment ranges.

G. Clinical chemistry

There were no treatment related effects on clinical chemistry parameters. Qne dog
(#400) in the test substance group exhibited increased elevated alkaline phosphatase
. (ALP), alanine aminotransferase (ALT), and aspartate aminotrasferase (AST) activities
on study day -1. On study days 1, 3 and 8 ALP and ALT remained elevated; all three
parameters were normal on study day 21; and ALP was again slightly elevated on study
day 37. These findings were clearly not treatment related, as the initial increases
occurred prior to treatment, and these values were excluded from the group means.
There was a statistically significant interaction (p<0.10) between Group and Day
{Group*Day) for creatinine levels in males; however, al] creatinine values of all animals
- were within the normal range throughout the study.

H. Necropsy findings.

As no mortalities occurred, necropsies and histopathological examinations were not
performed. '

® IV. DISCUSSION

A. There were no deaths during the study. Following the treatments, the hair coats of dogs
from both groups appeared rough, with this appearance lasting for up to 36 hours;
however, there were no signs of irritation at the application sites. On study day 1, one
male in the test substance group vomited some food, and on study day 15 one male in
the vehicle control group voided a soft stool. While these occurrences may be related to
treatment, each occurred in only one animal and on only one occasion, and both could
be considered as incidental findings or, at most, transient, non-life-threatening signs.
On study day 21, several dogs “jumped excessively due to excitement” and two from
the test substance group and one from the test vehicle group (subsequently?) had sore
footpads. As dogs from both groups exhibited this sign, this sign could not be due to
the active ingredients of the product. There were no treatment related effects on body
weights, food consumption, or clinical pathology parameters.
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B. Deficiencies

Auguat 2000

Body weights were recorded at weekly intervals, except for week one. It is unfor-
tunate that a dog in the test substance group exhibited abnormal clinical pathology
findings on the day prior to treatment which necessitated exclusion of subsequent
clinical pathology findings for this dog. Results from tests performed a week earlier
had been normal, and presumably the dog had been healthy at physical examinations
conducted prior to acclimatton and the day before treatment, so this canrot be
considered a major deficiency.

1t is noted that the proposed products (containing approximately 9% Imjdacloprid,
but only 0.46% pyriproxyfen, rather than the 0.9% in the formulation as tested) are
similar to existing registered products containing 9% Imidacloprid as sole active
ingredient. Pyriproxyfen is known to have a low toxicity to mammalian species.

The study is classified as aceeptable as a companion animal safety study in dogs

(OPPTS 870.7200). The lack of any consistent indications of a toxicological response

following exposures (a total of 4) to 5X label-specified use applications of the test
material indicates that an adequate safety margin exists for this formulation and its
proposed use on adult dogs.
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EPA Reviewer:Byron T. Backus, Ph.D. Date:

EPA Work Assignment Manager:John Redden, M.Sc. Date:
Registration Division (7505C)

DATA EVALUATION RECORD

STUDY TYPE: Companion Animal Safety/Puppies [OPPTS 870.7200]

EPA 1.D. NUMBERS: DP BARCODES: D265771, D265774, D265778, D265784;
MRID NUMBER: 45057101

TEST MATERIAL: Advantage Plus® 10, 20, 55, and 100 for Dogs

STUDY NUMBER: 75119 (150.850)

TESTINGFACILITY: Bayer Corporation, Agriculture Division, Animal Health, DeSoto
Research Facility, 35040 West 87" Street, Building Number 20,
DeSoto, Kansas 66018

SPONSOR: Bayer Corporation, Agriculture Division, Animal Health
TITLE OF REPQRT: Evaluation of the general safety of 9.1% (w/w) imidacloprid with 0.9%

{(w/w) pyriproxy fen spot-on formulation in the target species, seven week
old puppies.

AUTHOR: A.S. Abraham

REPORT ISSUED: April 4, 2000

CITATION: Hoskins, J.D. (1990) Veterinary Pediawics. Dogs and Cats from Birth to Six
Months. Saunders, Philadelphia.

EXECUTIVE SUMMARY: Inacompanion animal safety study (MRID 45097101),
Advantage Plus® for Dogs (Active Ingredients: 9.1% Imidacloprid w/w; 0.9% Pyriproxyfen
w/w) was applied topically at a dose of 2.0 mL/puppy (5X the label specified dose of 0.4
mL/puppy for puppies <10 Ibs) to a group of 7 male and 7 female beagle puppies, seven weeks
of age at the time of first treatment. Individual weights of the puppies in the treatment group
ranged from 2.54 to 4.01 lbs (1.15-1.82 kg) on day -1. Controls (7M, 7F; weight range: 2.49-
5.03 Ibs; 1.13-2.29 kg) were dosed with the vehicle alone at a dose of 2.0 mL/puppy (5.6X the
volume of the vehicle present in the specified dose). Both groups were treated on study days 0,
7, 14, and 21. The recommended label dose is once a month. However, the labeling for these
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products includes the statement: “If re-treatment becomes necessary earlier than four weeks, do
not re-treat more than once weekly.”

There were no deaths during the study. Following all treatments, a rough hair coat condition at
the application site was noted on 3-14 puppies of both groups, and white powder was
occasionally noted at the application sites; however, there were no signs of irritation. One
puppy from the test substance group was found to have ocular discharge and “crusty patches”
on its ventral abdomen, by the lip and under each eye on study day 36. The puppies completed
treatment for coccidiosis on study day -8. During the remainder of acclimation, in the test sub-
stance group there were two observations of loose feces with mucous and five observations of
diarrhea, with or without mucous or red colored mucous, exhibited by four animals. In the
vehicle control group, there were two observations of loose feces with mucous, exhibited by
two animals,

During the treatment/observation period, in the vehicle control group, there were seven
observations of diarrhea (including one with blood) exhibited by 5 animals, and in the test
substance group, there were 2 observations of diarthea, 4 observations of loose feces with
mucous (all four of these observations were made on a single female on day 14 post-
application), and one observation of only red mucous. It is noted that there was an increased
incidence of loose stools in a considerable number of animals (in both treatment groups)
following the second (day 14) treatment. In the test material group, 6/14 puppies had loose
stools (one with mucous) at one or more times on day 14 following treatment; only one of these
puppies had shown this symptom on day 14 prior to treatment. In the vehicle control group,
5/14 puppies had loose stools after treatment; none had shown this symptom on day 14 before
treatment. This was not observed on treatment days 7 and 21, and an examination of the data
for day O indicates the 3/14 puppies in the test material group showing this symptom after
treatment had also shown it before treatment on that day, whereas the 3/14 in the vehicle
control group showing this symptom had it only after treatment. Mean leukocyte counts were
slightly elevated on study days 1 and 22 for the test substance group and on study day I for the
vehicle control group, and the mean neutrophil count for the test substance group was also
slightly elevated on study day 1; however, the mean neutrophil count for all puppies on the
study was slightly elevated on day -1 {(preexposure) as was the leukocyte count. There were no
treatment related effects on body weights or food consumption.

The guideline states that animals should be free from infectious diseases which could
complicate the interpretation of study results. It is concluded that, while marginal (in the
vehicle control group there were 7 observations of diarrhea - one with blood - exhibited by 5
animals, and in the test substance group there were 2 observations of diarthea in 2 separate
females, 4 observations of loose feces with mucous made on a single female on day 14 post-
dosing, and one observation of red mucous, exhibited by a male on day 22) these incidences
are low enough that we can consider the study not to be compromised. In addition, the puppies
had adequate weight gains during the treatment period. Overall, it appears that the puppies
were infected when they arrived at the laboratory but were adequately treated. In addition, they
may have been under some stress. The Agency recognizes the difficulties inherent in
conducting this type of study under these circumstances, particularly when treatment has to be

i8

72



ADVANTAGE PLUS" 10 FOR DOGS Companion Animal Safety Study (OPPTS 870.7200)

initiated when the animals are no more than seven weeks old and there are severe scheduling
constraints.

Itis also noted that this formulation is similar to those of a number of existing registered
products, except for the addition of 0.9% pyriproxyfen for efficacy against flea eggs.
Pyriproxyfen is known to have extremely low toxicity (both acute and chronic) to mammalian
species. 1n addition, the proposed products which this study is supporting contain 0.46%
pyriproxyfen, rather than 0.9%.

Despite the fact that the puppies may not have been entirely free of infection, and despite some
deficiencies in the reporting of the data, the study is classified as Acceptable as a companion
animal safety study (OPPTS 870.7200) in puppies. The lack of any indications of a consistent
toxicological response following exposures (a total of 4) to 53X label-specified use applications
of the test material indicates that an adequate safety margin exists for this formulation and its
proposed use on puppies 7 weeks of age and older.

COMPLIANCE: Signed and dated Quality Assurance, Data Confidentiality, and Good
Laboratory Practice Statements were present.

1. MATERIALS
A. Test material

9.1% (wiw) Imidacloprid with 0.9% (w/w) Pyriproxyfen Spot-on Formulation
(Advantage Plus® 10, 20, 55, and 100 for Dogs)

Description: not provided

Lot No.: 99-901-66

Active Ingredients: Imidacloprid, 9.1% (w/w); Pyriproxyfen, 0.9% (w/w)

Storage Conditions: in the dark in a closed cabinet at room temperature.

B. Administration
Topical (spot-on). From p. 17 of MRID 45097101: “The dose was administered

topically on the back. To avoid dose run off, the dose was applied on the top of the back
from the shoulder to the base of the tail.” This is consistent with proposed labeling.

C. Vehicle

This consisted of the product formulation less the active ingredients.
D. Test animals

Species; Dog

Breed: Beagle
Age and weight at study initiation: 7 weeks; males: 1.13-2.29 kg; females: 1.15-1.77 kg
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Source: Marshall Farms USA, Inc., 5800 Lake Bluff Road, North Rose, NY 14516

Housing: Individually in runs of 30.3-36 square feet and greater than 6 feet high.

Diet: Commercial dry and canned food (Hill’s Pet Nutrition, Inc. and subsidiaries), once
daily

Water: Potable water, ad libitum

Environmental conditions: not provided

Acclimation period: 14 days; puppies were vaccinated against canine parvovirus on the
second day of the acclimation period and were re-vaccinated on the eleventh day of
the acclimation period (study days -13 and -4)

Ii. STUDY DESIGN

A. In life dates: start: September 14, 1999; end: October 20, 1999

B. Animal assignment/ dosage and administration

. Puppies were assigned to the groups in Table I using stratified blocked randomization
according to weight, Group 1 received the test substance, and Group 2 received the
vehicle without the two active ingredients; puppies in both groups each received a
volume of 2.0 mL/puppy at the time of each application. 1n the case of Group I, this
was equivalent to the 5X use rate volume of the test substance. In the case of Group 2 it
was approximately 5.6X the normal use rate of vehicle. Treatments were applied to
three or more application sites on the top of the back, from the shoulder to the base of
the tail (p. 17 of MRID 450971: “To avoid dose run off, the dose was applied on the top
of the back from the shoulder to the base of the tail.”™) Animals were dosed on Study
Days 0, 7, 14, and 21. Dose volumes for treatments on study days 0 and 7 were
determined using body weights from study day -1 {(all puppies weighed less than 10
Ibs). Dose volumes for treatments on study days 14 and 21 were determined using body
weights from study day 13 (again, all puppies weighed less than 10 [bs).

TABLE 1. Study design

Grou Number of animals Dose volume (mL)/ aNuIritg:iro:;l
P Maie Female multiple of recommended dose PP
|. Test substance 7 7 2.0 mL/5X 4
2, Vehicle control 7 7 2.0 mLi5.6X 4

Dala taken from pp. i2-i4, 16-}7 MRID 45097101.
® Trealment applicalions were made on Days 0, 7, 14, and 2§,
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. Dose selection rationale

The study was conducted as a limit test using S times the recommended dose volume.
The product, as proposed for registration, would be dosed at the following pre-measured
dose volumes: 0.4 mL for dogs or puppies weighing <10 lbs., 1.0 mL for dogs or
puppies weighing 10-20 lbs., 2.5 mL for dogs or puppies weighing 21-55 Ibs., and 4.0
ml. for dogs or puppies weighing greater than 55 lbs. The puppies in the test substance
group all received 2.0 mL dose volumes, since they weighed less than 10 Ibs. The
vehicle control group received the vehicle at a dose volume equal to 5 times the
recommended use volume of the test substance, which was equivalent to 5.6 times the
recommended dose volume of the vehicle. The product is intended for once a month
use; however, the label] states that “if re-treatment becomes necessary earlier than four
weeks, do not re-treat more than once weekly,” The study therefore included repeated
treatments at weekly intervals for a total of four treatments.

D. Experimental design

The puppies were observed daily during study days -14 through -1 (the acclimation
period), and twice daily during study days 0 through 37 except on dosing days, when
the animals were observed once prior to dosing and 4 times, approximately 1 hour apart,
following dosing. These observations included evaluation of the “clinical condition” of
the eyes, appetite, feces, respiration, behavior changes, locomotion and musculature,
skin, and any signs of vomiting. Physical examinations were conducted prior to the
acclimation period and on study days -1 and 37. Body weights were recorded on study
days -14, -7, -1, 13, 28, and 37. Food consumption was recorded once daily during the
acclimation period and twice daily during the study, except on dosing days, when it was
evaluated 5 times; in all cases, a daily summary of food consumption was also made.
The amount of food consumed was estimated visually and scored as 1, 2, or 3,
indicating, respectively, that greater than or equal to 75%, 25-75%, or less than 25% of
the food was consumed.

E. Pathological parameters

Baseline blood samples were collected on study days -7 and -1, and post-{reatment
blood samples were collected on study days 1, 22, and 37. The report did not include
mention of the particular venipuncture site or sites used or whether the animals were
fasted overnight prior to blood collection. To avoid drawing excessively large volumes
of blood from puppies as young as 6 weeks of age, coagulation parameters were not
measured. The CHECKED (X) parameters were examined.
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a. Hematology

X X
X t Hematocrit (HCT)* X { Leukocyte differential count*
X 1 Hemoglobin (HGB)* X ( Mean corpuscelar HGB (MCH)*
X 1 Leukocyte count (WBC)* X § Mean corpusc. HGB conc.(MCHC)*
X { Erythrocyte count (RBC)* X | Mean corpusc. volume {MCV)*
Platelet count Reticzlocyte count
Blood clotting measurements
(Thromboplastin time)
{Clotting time)
(Prothrombin time)*
{Activated partial thromboplastin time)*
Erythrocyle morphology
*Recommended in OPPTS §70.7200 Guidelines.
b. Clinical chemistry
X ELECTROLYTES X OTHER
X | Calcizm?* X Albumin*
X { Chloride* X i Blood creatinine*
Magnesium X Y Blood urea nitrogen*®
X { Phosphorus* ‘Total Cholesterol
X { Potassium* X 1 Globulin*
X | Sodium* X 1 Glucose*
X 1 Total and direct bjlirubin*
ENZYMES X ‘Total serym protein*
X 1 Alkaline phosphatase(A LK)* (TP}
Cholinesterase(ChE) Triglycerides
Creatine kinase Serum protein electrophoresis
Lacltic acid dehydrogenase{L.DH) Albemin/Globulin ratio
X { Serum alznine amino- transferase (also SGPT)* X § Calcium/phosphorus ratio
X { Serum aspartate amino- transferase(also SGOT)* X Blood urea nitrogen/creatinine ratio
Gamma glutamy! transferase(GGF) X {1 Sodium/potassium ratio
Amylase
Glutamate dehydrogenase

*Recommended in OPPTS 876.7200 Guidelines.
F. Statistics

Baseline body weight and clinical pathology values were calculated for each animal by
averaging the pre-treatment measurements. Body weight data were analyzed by first
comparing the baseline body weights of the two groups by sex with a two-sample t-test.
Body weight changes from baseline were calculated for each post-treatment day (study
days 13, 20, 28, and 37), and body wetght changes were then analyzed by sex with a
repeated measure analysis of covariance including terms for Group, Animal (random),
Day, and Group*Day interaction with baseline body weight as the covariate. Clinical
pathology data were analyzed using a multivariate repeated measures ANOVA,
including terms for Group, Sex, Animal (random), Day, and Group*Day interaction. If
the Sex effect was statistically significant at the 0.10 level, the data were analyzed by
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sex with a multivariate repeated measures ANOVA including terms for Group, Animal
{random), Day, and Group*Day interaction. If the Group*Day interaction was
statistically significant at the 0.10 level, the data were graphed to investigate the nature
of the Group by Day interaction, and the data for each study day were compared with
normal ranges.

. Disposition of animals
Not reported.

. Compliance

Signed and dated Quality Assurance, Data Confidentiality, and Good Laboratory
Practice Statements were present.

IMILRESULTS

A. Exposure levels

Each 2.0 mL of the product contained 200 mg of imidacloprid and 20 mg of
pyriproxyfen. For thirty days’ efficacy, the minimum desired efficacious dose for
imidacloprid is 10 mg/kg, and the desired minimum efficacious dose for pyriproxyfen is
0.5 mg/kg. In terms of desired minimum efficacious doses, the exaggerated doses used
in the study ranged from 6.8X to 17.3X for imidacloprid and 13.6X to 34.6X for
pyriproxyfen.

. Mortality

There were no deaths during the study.

. Clinical signs

Clinical observations are presented in Tables 2 and 3. Both during the acclimation
period and the treatment/observation period, there were many incidences of abnormal
feces, particularly “loose (soft) feces,” but also loose feces containing mucous or
diarrhea with or without mucous or a red color {bleod?). During acclimation, on study
days -12 to -8, all of the animals were treated for coccidiosis with Sulfamethoxazole and
Trimethoprim. From study days -7 through -1, in the test substance group there were
two observations of loose feces with mucous and five observations of diarrhea
(including one with mucous and one with red colored mucous) exhibited by four
animals, and one of these animals also had loose feces with mucous on study day 0,
prior to treatment. During the same period, in the vehicle control group there were two
observations of loose feces with mucous, exhibited by twoe animals. A considerable
number of these occurrences in both groups were on days -12 through -10, possibly
correlating with treatment for coccidiosis. There were continued incidences of abnormal
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feces during the treatment/observation period. In the test substance group, one animal
exhibited loose feces with red mucous prior to treatment on study 0 and diarrhea on day
30, one animal exhibited loose feces with mucous at all four post-treatment observations
on study day 14, one animal exhibited red mucous on study day 22, and one animal
exhibited diarrhea on study day 29. In the vehicle control group, one animal exhibited
diarrhea on study day 7 prior to treatment, one animal exhibited diarrhea with blood
prior to treatment on study day 21, one animal exhibited diarrhea on study days 29 and
30, one animal exhibited diarrhea on study day 30, and one animal exhibited diarrhea on
study days 33 and 34. One animal in the vehicle control group was diagnosed with
coccidiosis on study day 17 and treated with sulfadimethoxine for five days at 25 mg/1b
on the first day and 12.5 mg/lb for the next four days. No mention was made of fecal
examinations being done, and there were no results from fecal examinations included in
the report. It is therefore unclear exactly how the puppy was diagnosed, as his
symptoms were less severe than those of some of the other puppies in both groups (2
incidences of “loose feces” during study days 0-16, with no incidences of diarrhea or
feces containing mucous). In the test substance group, “loose feces” with no mucous
were exhibited by 12/14 puppies during acclimation and 11/14 puppies during
treatment/observation on a total of 16 and 71 occasions, respectively, and in the vehicle
control group they were exhibited by 9/14 animals during acclimation and 13/14
animals during treatment/observation on a total of 12 and 82 occasions, respectively. In
the test substance group 31/71 observations of “loose feces” (without mucous) occurred
on treatment days and, of these 31 observations, 22 occurred after treatment, while in
the vehicle control group, 26/82 occurred on treatment days, with 20/26 of these from
after treatment. There were also infrequent incidences of vomiting: 2 incidences during
acclimation in the test substance group, and 2 incidences during treatment/observation
in the vehicle control group. One puppy in the test substance group appeared to be
favoring its left hind leg following treatment on study day 0. On study day 36
(presumably at physical examination by the veterinarian), one puppy from the test
substance group was found to have ocular discharge and “crusty patches” on its ventral
abdomen, by the lip and under each eye. Following all treatments, a rough hair coat at
the application site was noted on 3-14 puppies of both groups. Following treatment,
white powder was noted on the application sites of 3 puppies of the test substance group
on day 0, and 1 puppy of the test substance group and 3 puppies of the vehicle control
group on day 14. No signs of erythema, edema, or alopecia at the application sites were
reported in any of the treated animals.
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TABLE 2. Clinical observations of puppies prior to treatment with Imidacloprid/Pyriproxyfen Spot-on
Formulation (number of cccurrences/number of animals that exhibited the clinical sign)

Treatment group

Qbservation
1. Tecst substance 2. Vebicle control
Abnormal stools (of any descriplion}: 36/13 20/11
loose stools 21413 16/10
loose stools with mucous 171 373
loose stools with red-colored mucous 2/2 0
feces comprised of mucous only 171 0
diarrhea 5/4 o
diarrhea with mucous 22 0
diarrhea with red colored mucous 111 0
green diarthea it 11
mucoid feces 242 0
normal stools with mucous 1/1 0
Vomiting 22 it
Rapid respiration 212 4/4
Slow respiration 171 it
Congested or mucopurulent® 0 212
Total incidt?nccs of abnormal feces, excluding 15/7 473
those described merely as “loose”
Total incidences of abnormal feces, excluding
those describ-::d merely as “]ocsF,” oceurring 6/4 22
after completion of treatment with
Sulfamethoxazole Trimetheprim

Data taken from Tables 6A-6G and 7A-7G, pp. 33-40, MRID 45097101,

* No further explanation provided in table footnotes or text.
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TABLE 3. Clinica) observations of puppies during trestment with Emidacloprid/Pyriproxyfen Spot-on
Formulation {number of cccurrences/mumber of animals that exhibited the clinical sign)
Treatment group
Observation
L. Test substance 2, Vehicle control
Abnormal stools {of any description): 70/12 87/13
loose stools 66/11 78/13
loose stools with mucous 1/ 0
red mucous only 1/1 0
diarrhea 212 6/4
diarthea with blood 0 1/F
Vomiting 0 2/2
Ocular discharge and “crusty patches” on 11 0
ventral abdomen, by the lip and under each eye
Favoring leg following treatment 171 0
Telal incidences of abnormal feces, excluding a4 %5
those described merely as “loose”

Data taken from Tables 6A-6G and 7A-7G, pp. 33-40, MRID 45097101.

D. Body weight and weight gain

Body weight and weight gain data are given in Table 4. The statisttcal report stated that
there was no significant difference between groups in the post-treatment change in body
weights from baseline, which was the average of weights from study days -14,-7,and -
. Nine/14 puppies from the test substance group and 6/14 puppies from the vehicle
contro} group lost weight during the first and/or second week of acclimation, but afl
puppies gained weight during the day -1-13, 13-28, and 28-35 intervals. Mean pre-
treatment (days -14 through -1) body weight gains {calculated by reviewer) for all
groups {males, females and combined sexes from the test substance and vehicle control
groups) were much smaller than post-treatment body weight changes for days -1 to 13
and 13 to 28 (-0.05-0.23 Ibs vs, 1.23-2.14 lbs).

August 2000 26

80




ADVANTAGE PLUS* 10 FOR DOGS

Companion Animal Safety Study (OPPTS 870.7200)

TABLE 4. Mean body weights and body weight gains* of puppics
treated with Tmidacloprid/Pyriproxyfen Spot-on Formulation (1bs).
1. Fest substance 2. Vehicle control
Study day
Combined sexes Males Females Combined sexes Males Females

-14 324 | 326 3.21 3.07 3.31 2.83
-7 3.25 3.40 311 315 342 2.88
-1 3325 3.44 3.06 3.27 3.48 3.06
13 4.88 3.30 4.46 4.86 543 4.29
28 6.80 7.44 6.17 6.59 7.50 5.68
35 230 9.15 7.44 8.09 9.23 6.94
-1410 -7 0.01 0.14 -0.10 0.08 0.11 0.05
-Tto -1 Q 0.04 -0.05 0.12 0.06 0.18
-l4to -1 0.01 0.18 -0.15 0.20 0.17 0.23
-lto 13 1.63 1.86 1.4 1.59 1.95 1.23
[3to 28 1.92 2.14 1.71 1.73 2.07 1.39
281035 1.50 171 1.27 1.5 1.73 1.26

Data taken from Table 44, p. 30, MRID 45097101.
*Calculated by conlract reviewer.

E. Food consumption

All of the puppies on the study were fed the following amounts of food, once dady: on
study days -14 to -13, 3 oz, on study days -12 to 16, 3 oz + | tablespoon, on study days
17 to 28, 4.5 oz, and on study days 29 to 35, 6.5 0z. The animals generally either
consumed greater than or equal to 75% or 25-75% of their food. During acclimation,
7/14 animals in the test substance group ate less than 25% of their food on one or more
days for a total of 14 occurrences, and 4/14 animals in the vehicle control group ate less
than 25% of their food on one or more days for a total of 6 occurrences. During
treatment/observation, 3/14 animals in the test substance group ate less than 25 % of
their food on a total of 4 occasions, and 3/14 animals in the vehicle control group ate
less than 25% of their food on a total of 5 occasions. The study author attributed
differences in food consumption to feeding the same amount of food to all animals
irrespective of differences in body weight and growth rate.
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ADVANTAGE PLusS’ 10 FOR DOGS Companlon Animal Safety Study (OPPTS 878.7200)

F. Hematology

Statistically significant (p<0.10) Group*Day interactions were found for some
hematology parameters, including neutrophils, platelets, and leukocytes in the pooled
sexes, and MCHC in females. At all time points for both groups, the mean values for
platelets fell within the reference range, so intergroup differences were considered
biologically insignificant. Mean leukocyte counts were slightly elevated above the
reference range (5-17 x 10%uL) on study days 1 and 22 for the test substance group
(20.16 and 17.61 x 10%/uL, respectively) and on study day 1 for the vehicle control
group (17.1 x 10°/uL). The mean neutrophil count for the test substance group was also
slightly elevated on study day 1 (12.6 x 10%uL vs. a reference range of 3-12 x 103/uL).
Mean MCHC values for both sexes of both groups were decreased below the reference
range at baseline and on days 1, 22, and 35. Without the use of normal reference range
values for animals of this age for the laboratory used to test the blood or a complete
table of incidences of values outside the reference ranges, this reviewer is unable to
definititively state that there were no alterations in any other erythrocyte parameters
(hematocrit, hemoglobin, erythrocyte count, MCH, and MCV).

G. Clinical chemistry

Statistically significant (p<0.10) Group*Day interactions were found for some blood
chemistry parameters, including calcium for the pooled sexes, glucose for males, and
chloride for males and females. At all time points for both groups, the mean values for
calcium (for the pooled sexes) and glucose (for males) fell within the provided reference
ranges, so intergroup differences were considered biologically insignificant. For
animals in the test substance group, mean chloride concentrations were decreased on
study day one for both sexes and on study day 35 for females. For animals in the
vehicle control group, mean chloride concentrations were decreased on study days 1, 22,
and 35 in both males and females, and for males only, the baseline concentration was
also decreased.

H. Necropsy findings

As there was no mortality, necropsies and histopathological examinations were not
performed. The Guidelines for this type of study do not require terminal sacrifice.

IV. DISCUSSION

A. There were no deaths during the study. Following all treatments, a rough hair coat
condition at the application site was noted on 3-14 puppies of both groups, and white
powder was occasionally noted at the application sites. There were no signs of irritation
at the dose sites. One puppy in the fest substance group appeared to be favoring its left
hind leg following treatment on study day 0, and there were two occurrences of
vomiting (once on day 14 following treatment and once on day 17) by puppies in the
vehicle control group. These were not considered to be adverse effects. One female
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ADVANTAGE PLUS® 10 FOR DOGS Companion Animal Safety Study (OPPTS 870.7200)

puppy from the test substance group had slight ocular discharge from the right eye and
“crusty patches” on its ventral abdomen, by the lip and under each eye on study day 36.

Both during the acclimation period and the treatment/observation period, there were
many observations of “loose (soft) feces,” and occasional occurrences of loose feces
containing mucous or diarrhea with or without mucous or blood. All animals were
treated for coccidiosis during acclimation, but continued showing similar signs up to
and including the day prior to treatment. In the test substance group, the observation of
“loose feces” with no mucous was exhibited a total of 21 times by 13 puppies during
acclimation and predosing on day 0, and 63 times by 11 puppies during
treatment/observation; Of 31 occurrences on days of treatment (days 0, 7, 14, 21) 9
{(including 5 on day 0, including in the total above during acclimation and predosing)
occurred before treatment and 22 occurred after treatment. In the vehicle control group,
the observation of “loose feces” with no mucous was exhibited 15 times by 9 animals
during acclimation and 74 times by 13 animals during treatment/observation. There

. were 24 occurrences on treatment days {(including 4 on day 0) and of these 18 occurred
following treatment. However, it is emphasized that what appears to be a significantly
increased incidence on days of dosing may be an artifact from the increased number of
observations on these days (during this period puppies were being observed twice a day,
except for days of dosing, when they were observed pre-dose, and at 4 later times, at 1
hr, 2 hrs, 3 hrs and 4 hrs, post-dosing). As a result, a puppy, such as #431 in group 1 is
reported as showing 5 occurrences of loose stools on day 14, once before application of
the test material, and 4 times afterwards. If this had occurred on a non-application day,
this puppy would have been reported as having 2 occurrences of loose stools (A.M, and
PM.)).

Loose feces are not necessarily an abnormal finding among research dogs and puppies,
and although at first glance there does appear to potentially be a treatment related
pattern to the occurrences of loose feces, there may instead be something else going on.
The puppies may have been stressed by the change in routine on treatment days, or
perhaps there were more observations of loose feces on those days simply because there
were more observation periods. Coprophagia is common in puppies of this age, so
some observations of loose feces may have been “missed” on days when the puppies
were only observed twice. However, mucoid feces, loose feces with mucous, and
diarrhea with or without mucous are all abnormal and should not be seen in healthy
animals.

The puppies completed their treatment for coccidiosis on study day -8, but from study
day -7 through study day -1, in the test substance group there were two observations of
loose feces with mucous and five observations of diarrhea (including one with mucous
and one with red colored mucous) exhibited by four animals, and one of these animals
also had loose feces with mucous on study day 0, prior to treatment. During the same
period in the vehicle control group there were two observations of loose feces with
mucous, exhibited by two animals,
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ADVANTAGE PLUS' 10 FOR DOGS Companion Animal Safety Study (OPPTS 870.7200)

Incidences of abnormal feces continued during the treatment/observation period. In the
vehicle control group, there were seven observations of diarrhea,(one of these with
blood) exhibited by 5 animals (on day 7 predose in one animal, with blood on day 21
predose in one animal, in one animal on days 29 and 30, in another on day 30, and in
one animat on days 33 and 34), and in the test substance group, there were 2
observations of diarrhea (one on day 29, and one on day 30, in 2 separate females), 4
observations of loose feces with mucous {all four of these observations were made on a
single female on day 4 post-dosing), and one observation of {only?) red mucous,
exhibited by a male on day 22. One animal in the vehicle control group was diagnosed
with coccidiosis on study day 17 and treated. It is unclear how this diagnosis was made;
there was no mention of fecal examinations being done, there were no results from fecal
examinations included in the report, and this puppy’s symptoms were less severe than
those of some of the other puppies in both groups (2 incidences of “loose feces” during
study days 0-16, with no incidences of diarrhea or feces containing mucous). If at some
point during the study fecal examinations were done which indicated that this nearly
asymptomatic puppy had coccidiosis while the others that were showing symptoms did
not have coccidiosis, then those results should have been included in the study to aid in
interpretation.

It is noted that there was an increased incidence of loose stools in a considerabie number
of animals (in both treatment groups) following the second (day 14) treatment. In
Group 1 puppies 6/14 animals showed loose stools (one with mucous) at one or more
times following treatment; only one of these puppies showed loose stools before
treatment. In Group 2 there were 5/14 with loose stools after freatment; none had shown
this symptom before treatment. This was not observed on days 7 or 14, and an
examination of the increased incidence of loose stools on day 0 following treatment (in
3/14 puppies in Group I and 3/14 in Group 2) shows that all 3 puppies in Group 1
which showed this symptom post-treatment had shown it before treatment; whereas the
3 in Group 2 showed it only following treatment,

There were no clear treatment related effects on food consumption or body weights.
However, mean two-week, pre-treatment body weight gains (calculated by the contract
reviewer) for all groups (males, females and combined sexes from the test substance and
vehicle control groups) were much smaller than post-treatment body weight changes for
days-1to 13 and 13 to 28 {(-0.05 to 0.23 lbs vs. 1.23 to 2.14 lbs), and $/14 puppies from
the test substance group and 6/14 puppies from the vehicle control group lost weight
during the first and/or second week of acclimation. During the first five months of life,
puppies are supposed to gain 1-2 g/day per pound (2-4 g/day/kg) of the expected adult
weight (Hoskins, p. 473), and weight losses, especially, ongoing ones, must be
scrutinized carefully. Obviously, weight loss or failure to thrive during acclimation
does not represent a treatment effect; however, it suggests that the puppies began the
study with compromised health and nutritional status, possibly at least partially due to
stress associated with weaning, change in surroundings ete.
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Mean leukocyte counts were slightly elevated above the reference range on study days

1 and 22 for the test substance group and on study day 1 for the vehicle control group.
The mean neutrophil count for the test substance group was also slightly elevated on
study day I. The elevated leukocyte and neutrophil counts could represent either a
treatment related effect or be due to coccidiosis or other infection. Unfortunately,
clinical pathology testing was not repeated on study day 7, so it is unknown whether
there were any further changes in these parameters between study days | and 22. Mean
MCHC values for both sexes of both groups were decreased below the reference range
at baseline and on days I, 22, and 35. This does not represent a treatment effect but
may be consistent with iron deficiency, in which one would also expect to see decreased
hematocrit, hemoglobin, erythrocytes, MCH, and MCV. Without the use of normal
reference range values for animals of this age for the laboratory used to test the blood or
a table of incidences of values outside the reference ranges, this reviewer is unable to
definitely state that none of these findings was present. For animals in the test
substance group, mean chloride concentrations were decreased on study day one for
both sexes and on study day 35 for females. For animals in the vehicle control group,
mean chloride concentrations were decreased on study days 1, 22, and 35 in both males
and females, and for males only, the baseline concentration was also decreased. This is
probably not treatment related. This finding would be most consistent with vomiting,
but could also be the result of chloride losses through enteritis.

The study author stated that “the findings of animals with coccidia, sporadic diarrhea or
mucus in the feces, and frequent soft stools are considered not to be treatment related as
these animals were weaned at five weeks of age and were becoming acclimated to
puppy food.” It is the opinion of this reviewer that acclimation to puppy food should
not still be occurring seven weeks after the diet has changed. The guideline states that
animals should be free from infectious diseases which could complicate the
interpretation of study results, and, even at the beginning of the study the puppies could
not be considered to be entirely free of infectious diseases. However, there was
apparently some monitoring of the animals, as one animal in the vehicle control group
was determined to have coccidiosis on day 17.

. Beficiencies

Body weights were recorded on study days -14, -7, -1, 13, 20, 28, and 37, but were
not recorded on study day 7. The vehicle control group received the vehicle at a
dose volume equal to 5 times the recommended use volume of the test substance,
which is equivalent to 5,6 times the usual use volume of the vehicle. The guideline
specifies that the vehicle control should be administered at a $X level and should
contain the inert ingredients at the maximum levels that would appear in the $X
formulation; however, since this deviation resulted in the animals receiving slightly
higher doses rather than lower doses, it is considered minor.

The guideline specifies that if clinical pathology parameters are “altered” 24 hours post
treatment, clinical pathology should be reassessed on day 7. There were alterations in
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some clinical pathology parameters (leukocyte and neutrophil counts, and chloride
concentrations) on study day I, but clinical pathology testing did not take place until
study day 22.

Due to the questionable health status of the animals during acclimation and up to and
including the day prior to the initial treatment, the baseline values for the clinical
pathology parameters are not necessarily indicative of normals from this laboratory for
animals of this age, making it quite difficult to properly evaluate the ¢linical pathology
data for this study (and the health status of the animals on the study). Normal reference
range values for animals of this age for the laboratory used to test the blood or a table of
incidences of values outside the ranges should have been included for all ¢clinical
pathology parameters instead of only the parameters for which statistically significant
Group*Day interactions were found, and in the case of the latter, the data would need to
be both pooled and separated by sexes.

The statistical report stated that all neutrophil values for both groups were above the
reference range throughout the study (including acclimation), and this agrees with the
data in the provided table giving frequencies of values out of normal range for selected
clinical pathology parameters (Table H1.3); however, the report gave a reference range
of 3-12 x 10°*/uL, and all but one of the provided group mean values fell within this
range. If all individual values are above the reference range, it is not possible for their
means to fall within the range, and, moreover, in examining the individual data, many of
the individual values do fall within the reference range. For example, for day 35 in
Group I 12/14 of the values fall within the reference range, one is low, and one is high.

. The report is clearly in error in one or more places.

The statistical report states that statistically significant Group*Day interactions were
found for MCHC in males (p. 87); however, the accompanying table (Table 1.1, p. 87)
gives the means and standard deviations for females, and the figure (Figure IIL.1) 1s
labeled “Mean Corpuscular Hemoglobin Conc Across Study Days by Treatment Group
Males” but is a graphic representation of the data for females.

The guideline states that animals should be free from infectious diseases which could
complicate the interpretation of study results. It is concluded that, while marginal (in
the vehicle control group there were 7 observations of diarrhea - one with blood -
exhibited by 5 animals, and in the test substance group, there were 2 observations of
diarrhea in 2 separate females, 4 observations of loose feces with mucous made ona
single female on day 14 post-dosing, and one observation of red mucous, exhibited by a
male on day 22) these incidences are low enough that we can consider the study not to
be compromised. In addition, the puppies had adequate weight gains during the
treatment period. Overall, it appears that the puppies were infected when they arrived at
the laboratory but were adequately treated. In addition, they may have been under some
stress. The Agency recognizes the difficulties inherent in conducting this type of study
under these circumstances, particularly when treatment has to be initiated when the
animals are no more than seven weeks old and there are severe scheduling constraints.
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August 2000

Companien Animal Safety Study {OPPT5 870.7200)

It is also noted that this formulation is similar to a number of existing registered
products, except for the addition of 0.9% pyriproxyfen for efficacy against flea eggs.
Pyriproxyfen is known to have extremely low toxicity (both acute and chronic) to
mammalian species. It is also noted that the proposed products will contain 0.46%
pyriproxyfen, rather than the 0.9% that was in the formulation as tested.

Despite the fact that the puppies may not have been entirely free of infection, and
despite some deficiencies in the reporting of the data, the study is classified as
Acceptable as a companion animal safety study (OPPTS 870.7200) in puppies. The
lack of any indications of a consistent toxicological response following exposures (a
total of 4) to 5X label-specified use applications of the test material indicates that an
adequate safety margin exists for this formulation and its proposed use on puppies 7
weeks of age and older.
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ADVANTAGE PLUS" 10 FOR DOGS

ACUTE TOX ONE-LINERS

Companion Animal Safety Study (OFPPTS 870.7200(

1. DP BARCGDE: D265774
2. PC CODES: 129099 Imidacloprid; 129032 Pyriproxyfen
3. CURRENT DATE: September 8, 2000
4. TEST MATERIAL: 9.1% (w/w) Imidacloprid with 0.9% (w/w) Pyriproxyfen Spot-On
Formulation
Study/Speciesilab Tox. Core
Study #iDate MRID Results Cat. | Grade
Companion animal safetyfadult dog 45097 t02 Formulation was applied N.A. A

{beagle)/Bayer Corporation, Agriculture
Bivision, Animal Health/7512 t/APR-04-
2000

topicaly fo a group of 6M and 6F
dogs. Dose volumes were 5.0
mt for dogs tt-20.4 Ibs and at
t2.5 mL for dogs 20.5-55 Ibs (5X
label specified application rate)
on study days 0, 7, 14 and 21.
Caontrols (6M, 6F) were treated
at the same dosage volumes
with vehicle formulation less
active ingredients) on these
days. Most prominent clinical
sign was a rough appearance of
hair at application sites following
treatment and up to 36 hrs later;
however, there were no signs of
dermalirritation. Lack of any
consistent indications of a
toxicological response following
exposures {total of 4) to 5X
label-specified use applications
of the test substance indicates
that an adequate safety margin
exists for this formutation and its
proposed use on adu(t dogs. (t
is also noted that this
formutation is similar to some
existing registered products,
except for the addition of 0.9%
pyriproxyfen, which has a
relatively (ow mammalian
toxicity.

Core Grade Key: A =Acceptable, S = Supplementasy, UJ = Unacceptable, V = Self Validated
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Companion Animal SafecCy Scudy {OPPTS 870.7200)

{beagle)/Bayer Corporation, Agriculture
Division, Animal Health'751 19/APR-04-
2000

topically to a group of 7M and 7F
puppies which were 7 weeks of
age at the time of first
application. Dose volumes were
2.0 mLpuppy {6X the label
specified dose of 0.4 mL for
puppies < 10 Ibs) on study days
0, 7, 14 and 21. Condrols {7TM,
7F) were treated at the same
dosage velume with vehicle
{formulation less active ingre-
dients) on these days.

Following all treatments, a rough
hair coat condition at the
application site was noted for 3-
14 puppies of both groups, and
white powder was occasionally
noted at the application sites;
however, there were no signs of
irritation. During the treaiment/
observation period in the
vehicle-control group there were
7 observations of diarrhea {one
with blood) in 5 animals, and in
the test group there were 2
ohservations of diarrhea, 4
observations of loose feces with
mucous {all 4 obsevations were
from a single female on day 14
post-application), and one
observation of only red mucous.
There was an increased inci-
dence of loose stools in a con-
siderable number of animals
(both treatment groups) on day
14 post-application, but not on
days 0, 7 or 2t. Lack of any
consistent indications of a
toxicological response following
exposures {total of 4) to 5X
label-specified use applications
of the test substance indicates
that an adequate safety margin
exists for this formulation and its
preposed use int puppies 7
weeks and older. Itis also
rnoted thal this formulation is
similar to some existing regis-
tered products, except for the
addition of 0.8% pyriproxyfen,
which has a relatively low
mammalian toxicity.

Study/SpeciesiLab Tox, Care
Study #/Date MRID Results Cat. | Grade
Companion animal safety/puppy 45097101 Formulation was applied N.A, A

Core Grade Key: A =Acceptable, S = Supplementary, U = Unacceptable, V = Self Validated
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g UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
(’M g _ WASHINGTON, D.C. 20460
4 md!‘dd
OFFICE OF
PFREVENTION, PESTICIDES AND
TOXIC SUASTANCES
SEP -7 2010

Mr. F, Terry McNamara

Bayer Corporation

Animal Health, Agriculture Division
P.O. Box 390

Shawree Mission, KS 66201

Subject: Applications for New Advantage Products
Tox and Animal Safety Studies
Reg Nos. For Tox Studies: 11556-REQ, REL RET, REL, REA
Reg NO. For ASS: 11556-11556-RGN
Your submission date, April 7, 2000

Dear Mr. McNamara:

Just a note to let you know that we are coming to a close with reviewing your six new
product applications for Advantage. Enclosed is 2 copy of one completed animal safety study
review and five tox study reviews. To complete the reviews, five animal safety study reviews are
need. Upon completion, I will notify you as to when you can commence with label changes
needed to satisfy registration of your products. If there are questions, call me 703 305-5409.

Sincerely,

v

Dani Daniel
Insecticide-Rodenticide Branch
Registration Division 7505C

Enclosure:

(N RacycldRacyciable
Printed with SoyCenoln ink on paper thay
%8 contedne &t ast 50% recycied Nber
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460

QFFICE OF
PREVENTION, PESTICIDES
AND
TOXIC SUBSTANCES

August 30, 2000

MEMORANDUM

EPA File Symbol: 11556-RE| Advantage® Plus 10 for Dogs
DP Barcode: D265773

Case No: 068809

PC Codes: 128099 Imidacloprid; 129032 Pyriproxyfen

A

From: Byron T. Backus, Ph.D., Toxicologist @ ub,uv\.
. . oo
Technical Review Branch 8\ g o| -
Registration Division (7505C)
To: Helene Daniel/Tina Levine, PM 04

Insecticide-Rodenticide Branch
Registration Division (7505C)

Registrant: Bayer Corp.

ACTION REQUESTED: Review a six-pack of acute toxicity studies. These studies are
being used to support the proposed registrations of 6 products, which will be used to
control fleas on domestic animals. The MRID numbers of these studies are 45096904
through 45096909.

COMMENTS AND RECOMMENDATIONS: The six acute toxicity studies have all been
classified as acceptable, and the proposed product, EPA File Symbol 11556-RE!
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(ADVANTAGE PLUS 10 FOR DOGS) has the following acute toxicity profile:

Acute Oral LD50 m Acceptable
Acute Dermal LD50 Y Acceptable
Acute Inhalation LC50 v Acceptable
Primary Eye Irritation 11 : Acceptable
Primary Dermal Irritation B\ Acceptable
Dermal Sensitization No Acceptable

These studies were conducted on a formulation containing 9.1% Imidacloprid and
0.9% Pyriproxyfen. The proposed product has a label declaration of 9.1% Imidacloprid
and 0.46% Pyriproxyfen, with 90.44% inert ingredients.

it is emphasized that there are additional studies (companion animal safety studies)
which have been submitted in support of the registration of this product. These
companion animal safety studies should be reviewed and classified as acceptable
before this product is registered. :

Since the Oral LD, value is below 1500 mg/kg, and this product has residential uses,
then it will require Child Resistant Packaging (CRP).

The following is the precautionary labeling for this product, based on the acute toxicity
profile given above, and as obtained from the Label Review System:

Date: 08/30/00 LABEL REVIEW SYSTEM
ID#: 011556-00128 Advantage Plus 10 for Dogs
SIGNAL WORD: CAUTION |

PRECAUTIONARY STATEMENTS:

Harmful if swallowed. Causes moderate eye irritation. Avoid contact
with eyes or clothing. : '

STATEMENT OF PRACTICAL TREATMENT (SOPT):

IF SWALLOWED: Call a poison control center or doctor immediately for
treatment advice. Have person sip a glass of water if able to swallow.
Do not induce vomiting unless told to by a poison control center or
doctor. Do not give anything by mouth to an unconscious person.

IF IN EYES: Hold eye open and rinse slowly and gently with water for 15-20

minutes. Remove contact lenses, if present, after the first 5 minutes, then
continue rinsing eye. Call a poison control center or doctor for treatment advice.

92




'NOTE TO PHYSICIAN:

Note to PM/CRM/Registrant: The proposed labg! should contain a "Note
to Physician." The following statements are suggested types of
information that may be included, if applicable:

technical information on symptomatology;

use of supporiive treatments to maintain life functions;
medicine that will counteract the specific physiological

effects of the pesticide;

company telephone number to specific medical personne! who
can provide specialized medical advice.




'DATA REVIEW FOR ACUTE ORAL TOXICITY TESTING (870.1100, formeriy §81-1))

Reviewer: Byron T. Backus, Ph.D.
Study Compietion Date: September 30, 1999
Study No.: 99-A12-DZ

Product Manager: 04
MRID No.: 45096904

Testing Facility: Bayer Corporation, Agriculture Division Toxicology, Stilwell, Kansas
Author: Sturdivant, D.W.

Quality Assurance (40 CFR §160.12): Included (p. 6-7)}

Test Material: [midacloprid (9.1%)/Pyriproxyfen (0.9%} Spot On; a clear yeliow to light brown
liquid, Lot No. 99-625-41

Specles: Rat;, Wistar Hannover (CH-WHGI/BRL/Han)IGS BR

Age: Young adult (Males: 8-10 weeks; Females: approximately 12 weeks})
Weight: Males: 194-242 g; Females: 159-207 g

Source: Charles River Laboratories, Raleigh, NC -

Conciusion: :
1. LD, (mg/kg):
Males: = 1283 (95% C.L: 680-1678) mg/kg
Femates: = 1000 (95% C.L: not calcutable) mg/kg
Combined: = not reported

2. The estimated LD, Is = t000 mg/kg
3. Tox. Category: lil Ciassification: Acceptable

Procedure (including deviations from 870.1100): “Groups of six male and six female rats
were treated by gavage at varying concentrations of imidacloprid (8.1%}/Pyriproxyfen (0.9%)
Spot On in vehicle (deionized water/PEG 200 1:1 v/iv)." Groups of male rats were treated at
nominal doses of 1000, 1500 and 2000 mg/kg while groups of female rats were treated at
nominal doses of 500, 1000 and 2000 mg/kg... “Six male and six female rats were dosed with
vehicle and served as concurrent control groups.”

Resuits:
Number of Deaths/Number Tested
Dosage (mg/kg)*
Maies Females Combined
0 0/6 0/6 0/t2
500 . 0/6 .
1000 1/6 3/6 4/12
1500 5/6 - -
2000 5/6 6/6 11/12

*Average actual doses were 0, 1038, 1542 and 2145 mg/kg for males and 0, 614, 1027 and

2071 mg/kg for females.




Observations: There were no clinica! signs of toxicity in the females dosed at 500 mg/kg.
‘Symptoms at 1000 mg/kg included: brown nasal staining, brown oral staining, decreased
activity, tremors and (females only) urine staining. Symptoms at 1500 and 2000 mg/kg included
ataxia, decreased activity and tremors, Mortalities, when they occurred, were on days 0 o 2.

Gross Necropsy: “The following compound-related gross observations were observed at
necropsy only in animals that were found dead: salivation and nasal discharge in males and
females, red discolored lungs and urine in males. There were no gross observations noted in
females from the 500 mg/kg dose group or in males from the 1000 mg/kg dose group. Also,
there were no gross observations noted in any surviving, treated male or female rats or in control
male or female rats.
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DATA REVIEW FOR ACUTE DERMAL TOXICITY TESTING (870.1200, formerly §81-2)

Product Manager: 04 ‘Revlewsrr Byroi 1./ Backus, PR.D.” _
MRID No.: 450986805 Study Completlon Date: September 30, 1999

Study No.: 89-A22-EA

Testing Facillty: Bayer Corporation, Agricuiture Division Toxicology, Stilwell, Kansas
Author: Sturdivant, D.W. and Berry, L.A.

Quality Assurance (40 CFR §160.12): Included (p. 6-7)

Test Material:  Imidacloprid (9.1%)/Pyriproxyfen (0.9%) Spot On; a clear yellow to light brown
fiquid, Lot No. 99-62541

Species: Rat; Wistar Hannover (Cri:WHGIX/BRL/Han)iGS BR

Age: Young aduit (Males: approximately 9 weeks; Females: approximately 12 weeks)
Woelght: Males: 192-245 g; Females: 174-210 ¢

Source: Charles River Laboratories, Raieigh, NC

Dermal LDy, Testing:
Conclusion:
1. LB (mg/kg):
Males: > 5000 mo/kg (0/6 died)
Females: > 5000 mg/kg (1/6 died)
Combined: > 5000 myg/kg (1412 died)

Z. The estimated LD,,is > 5000 mg/kg
3. Tox. Category: IV  Classlficatlon: Acceptable

Procedure (including deviations from 870.1200): “Hair from the dorsal and lateral areas of the
trunk...was removedon the day pnor to dose application... Groups of six males and six females
each received a single dose of either 0 (deionized water) mg/kg or 5000 mg of the undiluted test
substance/kg of body weight. For the animals treated with the Imidacloprid {8.1%)/Pyriproxyfen
(0.8%) Spot On, measured aliquots of the undiluted test substance were applied uniformiy...
directly to the shaved area of the animat’s back and then a plastic-backed, two-ply gauze
patch... was used to cover the dosed area... The gauze patch was held in place with
hypoaliergenic tape. The animal was then wrapped with an elastic bandage, which was aiso
secured with tape. After a minimum of 24 hours, the bandages and patch were removed and the
dose site was wiped using paper towels dampened with tap water to remove as much test
substance residue as feasible without inducing skin damage...”

Results: o
II ) Number of Deaths/Number T;sted
Dosage (mg/kp) " Males Females Combined
o | 0/6 0/6 0112
5000 0/6 1/6 112

Observations: “One female from the 5000 mg/kg dose group...was found dead on post-



treatment day 2... Clinical signs of red lacrimal staining, nasal staining, fecal and urine staining

“in males and females are considered to be unrelated to treatment with the test substance since
‘they occurred at a comparable incidence in control and treated-animals:-These signs as well-as—

ungroomed appearance in two control males are ascribed to the manipulation and subsequent
wrapping of the animal that is associated with dermal exposure and/or the use of Elizabethan
collars... Compound-related clinical signs of decreased activity, labored breathing, and rales
were observed in one treated female which died on post-treatment Day 2.”

Gross Necropsy: “There were no compound-related gross observations noted at necropsy for
the males or females that survived until terminal sacnfice. Observations of nasal discharge and
urine stained ventrum were observed in one treated female that was found dead on post-
treatment Day 2 and were considered compound-related.”
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DATA REVIEW FOR ACUTE INHALATION TOXICITY TESTING ({870.1300, formerly §81-3)

Product Manager: 04 Re:vi-e-\}}éll': By}o}u T Backus?hb o
MRID No.: 45096906 Study Completion Date: Qctober 25, 1899
Study No.: 99-A42-EB

Testing Facility: Bayer Corporation, Agriculture Division Toxicology, Stilwell, Kansas
Author: Sturdivant, D.W.

Quality Assurance (40 CFR §160.12): Included (p. 6-7)

Test Material: Imidacloprid (9.1%)/Pyriproxyfen (0.9%) Spot On; a clear yellow to light brown
kiquid, Lot No, 98-625-41

Specles: Rat; Wistar Hannover (Cr:WHGIX/BRL/Han)iGS BR
Age: Young adult (Males: approximately 9 weeks, Females: approximately 12 weeks)
Weight: Males: 207-270 g; Females: 192.217 g

Source: Charles River Laboratories, Raleigh, NC

Conclusion:
1. LCy (mgiL):
Males: > 2.50 mg/L (0/6 died)
Females: » 2.50 mg/L (0/6 died)
Combined: > 2.50 mg/L (012 died)

2, The estimated LG, ls > 4.21 mg/L
3. Tox. Category: IV Classlification: Acceptable

Procedure (including deviations from 8700.13): Exposure was for four hours, and was nose-
only. “The test substance was generated as a liquid aeroso! with a respirable particle size
distibution.”

Exposure Concentration £ S.D. H Number of Deaths/Number Tested
(Analytlcarl?y?l[%aienninsd) ﬂ Males Females Combined
T o | s | oe 0/12
2,504 1.10 i 0/6 06 0/12

%A group of 6 male and 6 female rats was “—shamp-exposed to conditioned air via the nose-only
route for a single four-hour period.”

Clinical Observations: There were no deaths. “Clinical signs observed during this study were
red perigenital staining, feca! staining and ungroomed appearance and were observed only on
Day 0. Although the incidence of these signs was slightly higher in animals exposed to the test
substance than air-control animals, they are considered a result of restraint during the exposure
period and are not considered compound-refated.”

Gross Necropsy Findings: “No gross observations were observed at necropsy during this
study.”
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Chamber Atmosphere
Analytical Nominal MMAD GSD
Concentration | Concentration _me)
2.50 mgfL 3.20 2.61 3.02

59% of the particle mass was less than 4 um, and 26% was less than 1 ym. These percentages
are the means of § samples.

Other Information:

-
Chamber Environment *
Chamber Volume 27 L
Airflow (exhaust fiow rate} 28 LPM
Mean Chamber Temperature 235°C
Relative Humidity 81%"
. “The high relative humidity is aftributed to a high percentage of water contained in the test

substance formulation.




DATA REVIEW FOR PRIMARY EYE IRRITATION TESTING (870.2400, previously §81-4)

‘Product Manager: 04 Reviewer: Byron-T--Backus,-Ph-D—
MRID No.: 45096907 Study Compietion Date: November 19, 1989
Sponsor Study No.: 99C-I135-FG Study No.: Covance 90801932

Testing Facility: Covance Laboratories Inc., Madison, W1 53704
Author: Glaza, S.M.

Quaiity Assurance {40 CFR §160.12): included {p. 4)

Test Materlai:  imidacloprid {8.1%)/Pyriproxyfen (0.9%)/5.0% Water Spot On: a clear, light-
vellow liquid, Lot No. 98-801-73
Dosage: 0.1 mbL
Species: Rabbits; Albino, Hra(NZW) SPF strain
Age: approximately 16 weeks of age
Woeight: 2.57-2.707 kg
Source: Covance Research Products inc., Kalamazoo, M!
Conclusion:
1. Toxicity Category: ili
2. Classification: Acceptable

Procedure {inciuding deviations from 870.2400): Three rabbits were used. "The test
substance was administered as received... Initially one animal was treated and the results
evaluated. Based on the imritation observed, the other two animals were then treated in the same
manner. Each rabbit received 0.1 mL of the undiluted test substance placed into the everted
lower lid of the right eye... The upper and lower lids were gently held together for 1 second to
prevent loss of matenial and then released. The eyes of the rabbits remained unflushed
immediately after treatment.”

Number “positive”/number tested

Observations Hours Days
1 24 | a8 | 72 | 4 | 7 | 14
Unwashed eyes

Comeal Opacity 3/3 313 313 3/3 1/3. 0/3 0/3
Iritis 3/3 3/3 3/3 213 113 0/3 /3
Conjunctivae:
Redness’ 313 3/3 3/3 33 213 0/3 0/3
Chemosis' 3/3 3/3 313 23 0/3 0/3 0/3
Discharge' 33 | 23 313 2/3 0/3 0/3 0/3

Score of 2 or greater considered as a positive effect.

“Sodium fluorescein examinations were used to aid in reveaiing possible comeal injury at the
observations conducted at 24, 48, 72, and 96 hours and Day 7 or uniil a negative response for
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that animat was obtained.”

‘Summary: "All 3 animals showed excessive pawing at the treated eye after test substance ~ ~ = ~————

installation, and one animal vocalized following test substance instillation. Al eyes had cleared
by day 7 except for grade “1" conjunctival redness (not considered a positive response) in alt' 3
eyes; at day 14 all scores were zero.
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DATA REVIEW FOR DERMAL [RRITATION TESTING (870.2500, previcusly §81-5)

‘Product Manager: 04 ' Reviewer: Byron T. Backus, Ph.D.
MRID No.: 45096908 Study Completion Date: October 6, 1999
Sponsgor Study No.: 99C-125-DL Study No.: Covance 90503024

Testing Facility: Covance Laboratorie$ Inc., Madison, Wi 53704
Author: Glaza, S.M.

Quality Assurance (40 CFR §160.12): Included {p. 4)

Test Materfal:  Imidaclopnd (9.1%)/Pyriproxyfen (0.9%)/5.0% Water Spot On; a clear, light-
yellow liquid, Lot No. 99-625-41

Dosage: 0.5 mL

Specles: Rabbit; albino, HRA((NZW)SPF

Age: approximately 15 weeks old

Weight: 2.308-2.554 g

Source: Covance Research Products Inc., Kalamazoo, Mi

Conclusion:
1. Toxiclty Category: IV
2. Classlification: Acceptable

Procedure (including devlations from 870.2500): Three rabbits were used. “The undiluted test
substance was applied to the intact skin site on each animal’s back {approximate exposure area
6.25 cm?) in the amount of 0.5 mL. Each area of application was covered with an 8-ply 2.5-cm x
2.5-cm gauze patch secured with paper tape, loosely overwrapped with Saran Wrap?, and
secured with Elastoplast® tape to provide a semiocclusive dressing... At the end of the 4-hour
exposure period, the patches were removed and the test sites were washed using liquid Ivory®
soap mixed with water, ringed with water, and dried with disposable paper towels. Any residual
test substance was removed from the test sites as thoroughly as possible without irritating the
skin.”

Results: All scores {4, 24, 48 and 72 hrs) for erythema and edema were zero. The P =0.0
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DATA REVIEW FOR DERMAL SENSITIZATION TESTING (870.2600, formerly §81-8)

- Product Manager: 04 - Reviewer: Byron-F. Backus, Ph.D. -
MRiD No.: 45096909 Study Completion Date: October 6, 1999
Sponsor Study No.: 99C-124-DN Study No.: Covance 90503026

Testing Faciilty: FMC Corporation Toxicology Laboratory, Princeton, NJ 08543
Author: Freeman, C.

Quality Assurance (40 CFR §160.12): Included (p. 4)

Test Material:  Imidacioprid (9.1%)/Pynproxyfen (0.9%)/5.0% Water Spot On; a clear, light-
yellow liquid, Lot No. 99-625-41

Positive Control Material: alpha-hexylcinnamaldehyde
Species: Guinea pigs, albino; Cri:(HA)BR

Age: Young adult, 5-7 weeks of age at initiation of dosing
Weight: 375468 g

Source: Charles River Laboratones, Inc., Kingston, NY
Method: modified Buehler

Conclusion:
1. There is no indication that this product is a dermal sensitizer.
2. Cilassification: Acceptable

Procedure (including deviations from 870.2600): A group of 20 guinea pigs {10M and 10F)
were exposed to the test material during both induction and challenge, while an additional group
of 10 (5M and 5F) served as the naive controis, and were exposed at challenge only. In the
induction phase, “the undiiuted test substance was appiied to each animal in the test group by
placing 0.4 mL on an adhesive patch (Hill Top Chambef, 25-mm diameter) and placing the
patch on the induction site along the dorsal anterior left quadrant. The patch was covered with
dentai dam and overwrapped with Elastoplasf® tape. The dressing remained in place for a period
of 6 hours after which it was removed. Any residual test substance was then removed from the
application site using water and disposable paper toweis.

The laboratory test system was validated by using alpha-hexylcinnamaldehyde as a positive
control within the previous six months (positive control study completed August 4, 1999; study
with Imidaciopnd (9.1%)/Pyriproxygen (0.9%) Spot On was completed on October 6, 1899).

in the indtiction phase, 0.4 mL aliquots of the undiluted test material were applied using Hilltop
Chambers, with 8-hour exposure periods. The animals in the fest group received one
application per week for a total of three applications. Challenge was 2 weeks after the last
induction application with the same amount of test mateniai at a previously unexposed site; in
addition to the 20 animals which had been previously exposed, a group of 10 naive animals was
similarly treated.

Resuits: There was no irritation (al! scores were zero} at 24 hours following each induction
application. At challenge, 2/20 previously induced animals, as well as 1/10 naive controls,
showed a score of 0.5 at 24 hours. All animals {previously induced and naive control} scored 0
at 48 and 72 hrs following challenge treatment.
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103




. ACUTE TOX ONE-LINERS

- 4. DP BARCODE: D265773

2. PC CODE: 128099 Imidacioprid; 129032 Pyriproxyfer
3. CURRENT DATE: August 30, 2000
4. TEST MATERIAL: Imidacioprid (9.1%)/Pyriproxyfen (0.9%) Spot On; a clear yellow to light
brown liquid, Lot No. 99-625-41 (used for all studies except primary eye
irritation); Lot No. 99-901.73 {used for primary eye irritation)

Covance Laboratories inc./Covance
90503026/0CT-6-1999

Study/Specles/Lab Tox. | Core
Study #/Date MRID Results Cat. | Grade

Actte oral toxicity/rat/Bayer Comp. 45096904 | LDg, (M) = 1283 (95% C.L. o A
Toxicology/99-A12-DZ/SEP-30-1998 680-1678) mg/kg; LD, (F) =

1000 (95% C.L. not

calculable) mg/kg
Acute dermal toxicity/rat/Bayer Corp. | 45096905 | LDy, > 5000 mg/kg (0/6M, v A
Toxicology/99-A22-EA/SEP-36-1899 1/6F females died following

dosage at this level)
Acute inhalation toxicity/rat/Bayer 45096906 | LCq > 2.50 mg/L (males, v A
Corp. Toxicology /98A42-EB/OCT-25- : females, combined), No
1989 mortalities following 4-hr

exposure to this

concentration.
Primary eye imtation/rabbit/Covance | 45086907 | Three eyes tested: All 1 A
L aboratories Inc./Covance showed comeal opacity
90801932/NOV-19-1909 threugh 72 hrs. All eyes had

cleared by day 7 except for

grade “1" conjunctival

redness {not considered a

positive response) in all 3

eyes; atday 14 all scores

were zero.
Primary dermat imtation/rabbit/ 45096908 | All scores zero at 1, 24, 48 v A
Covance Laboratones [nc./Covance and 72 hrs. PH=0.00.
90503024/0CT-6-1599
Demnal sensitization/guinea pig/ 45096909 | Not a sensitizer - A

Core Grade Key: A =Acceptabie, § = Supplemnentary, U = Unacceptable, V = Self Vaildated
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S0 S UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

sz % WASHINGTON, D.C. 20460
“ pnm‘fp‘g
R
! GFFICE OF
: PREVENTION, PESTICIDES AND
JUN | 6 2000 : _ TOXIC SUBSTANCES

Mr. F. Terry McNamara
Bayer Corporation
Animal Health, Agriculture Division
P.O. Box 390

Shawnee Mission, K§ 66201

i

Subject: Application for New Dog Products
Advantage Plus 10 for Dogs Reg No. 11556-REI
Advantage Plus 20 for Dogs Reg No. 11556-REL
Advantage Plus 55 for Dogs Reg No. [1556-RET
Advantage Plus 100 for Dogs Reg. No. 11556-RGN

Your submission date, April 7, 2000
Dear Mr. McNamara:

The labeling referred to above, submitted in connection with registration under the Federal
Insecticide, Fungicide, and Rodenticide Act as amended is unacceptable for the reason listed
below:

The product chemistry reveiw for the above products have been completed. The chemist
has determined that your submitted labels and confidential statements of formula contains a
number of deficiencies that need to be addressed. However, the animal safety study reviews and
the tox reviews are yet to be completed. Please hold off making any corrections to the labels,
until you receive the entire package. Enclosed are copies of the product chemistry reviews to
help guide you in correcting the labels and the confidential statements of formula. If there are
questions concerning these reviews, call me at 703 305-3409.

Sincerely,

£/

Dani Daniel
Insecticide-Rodenticide Branch
Registration Division 7505C

Enclosure:

RacycledRacyclable » Prinlag with Yegelable Qil Bases inks on 100% Recycled Paper 407 Postconsumert 1 05




*Product ingredient source information may be entitled to confidential treatment*

DATE:_2/JUNE/2000

SUBJECT: PRODUCT CHEMISTRY REVIEW OF MP [ ) EP [X)
DP BARCODE No.:D265772 REG./File Symbol No.:11556-REI
PRODUCT NaME:_Advantage Plus 10 for Dogs
COMPANY: Baver Corporation

FROM: Linda L. Kutney, Chemist Lk;JL,L.hL~$Lu?
Product Chemistry Team [ ST
Technical Review Branch (TRB}/RD {7505C) N

TO: Tina Levine/Dani Daniel, PM #4
Insecticide Branch/RD{7505C)

INTRODUCTION

The Bayer Corporation has applied for registration of six new
insecticides intended to kill fleas on different sizes of cats
and dogs. All six of these products contain identical
confidential statements of formula, CS8¥Fs (dated 4-7-00)and
separate proposed labels, also dated 4-7-00.

This review covers one of the six insecticides, the subject
product named, Advantage Plus 10 for Dogs, Once-A-Month Topical
Flea Treatment for Dogs and Puppies 7 Weeks and Older and 10 lbs.
and Under, Reg. No. 11556-REI, which Bayer submitted a me-too
application, based on their product Advantage 10, EPA Reg. No.
#11556-117.

The subject Advantage Plus product differs from the older
Advantage product in that it includes 0.46% of an insect growth
regqulator pyriproxyfen, added to help control flea eggs, and
contains an additional inert. The subject product reportedly
controls larval and adult fleas, as well as flea eggs, and is to
be applied to the back of the neck or shoulders of the dog.

Bayer submitted the CSF and proposed label for the subject
product and the studies entitled, “Imidacloprid/pyriproxyfen
Spotton Formulation {containing 5% water) Product Chenistry,”
dated 11-22-99, MRID 450969-03, “Product Chemistry of (10%w/v,
9.1% w/w) Imidacloprid & (0.5% w/v, 0.46% w/w) Pyriproxyfen
TopicalSolution -Product Identity, Composition and Analysis,”
dated 12-16-99, MRID 450969-02 and “Validation of Bayer Animal
Health Test Method -TMC-14.02 for the Determination of
Imidacloprid and Pyriproxyfen in the (10%w/v, 9.1% w/w)
Imidacloprid & (0.5% w/v, 0.46% w/w) Pyriproxyfen Topical
Solution Formulation by HPLC,” dated 1-26-00, MRID 450969-01,

The subject product is & liquid containing two active
ingredients, a.i.’s, 9.10% imidacloprid
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*Product ingredient source information may be entitled to confidential treatment*

inert ingredients.

FINDINGS

TRB has reviewed this submission and reports the following
findings:
. All of the inert ingredients are cleared for use in

formulated pesticides.

. The CSF exceeds the limits for nominal, upper and lower
limits of the a.i.'s {(40CFR 158.175) and the nominal
concentrations on the draft label and CSF are different.

. The inerts listed on the CSF do not include the name and
. address of the suppliers.
. The draft label contains appropriate storage and disposal:
instructions.
. The enforcement method (40CFR 158.,1890) is labeled

“Confidential Business Information.”

. Data requirements for product identity and composition
(40CFR 158.155), production process (40CFR 158.162),
formulation process(40CFR 158.165), impurities (40CFR
158.1670), description of materials used in production
{(40CFR 158.160), preliminary analysis (40CFR 158.170) and
submittal of samples {40CFR 158.190) are satisfied.

. Group B Product chemistry requirements listed in Series 830
o Guidelines under 40CFR 158.190 are satisfied with the
exception of explodability (830-6315), Storage Stability of

the Product (830-6317), and miscibility (830~6319).

. The subject product contains an a.i. and an impurity which
is not present in the product Bayer wishes to “me-too,” and
the nominal concentrations and certified limits of the
subject product and the product to be “me-too-ed” are
different.

. The pH and density of the subject product and the product
the me-too application is based on are different.




CONCLUSION

TRB has reviewed this submission and concludes the

following:

L]

Because the nominal concentrations of a.i.’s on the CSF are
not identical to the label concentrations, the Registrant
should resubmit the CSF and label and ensure that the
concentrations of the a.i.’s are correct and identical.

The name and address of the suppliers of inerts should be
included on a revised CSF,

The enforcement analytical method (40CFR 158.180) will be
satisfactory, providing the Registrant submits a new copy
not labeled “Confidentiazl Business Information.” This is a
3-87 FIFRA requirement (Section 10 (d) (1))needed for
enforcement purposes, etc,.

Group B Product chemistry reguirements listed in Series 830
Guidelines under 40CFR 158.190 explodability (830-63153),
Storage Stability of the Product {830-6317), miscibility
{830-6319) and dielectric breakdown voltage (830-6321) have
not been fulfilled and should be submitted.

The subject product, Reg. No. 11556~REI, is not
substantially similar to EPA's Reg, No. 11556117,

from a product chemistry point of view, because it contains
an additional a.i. and inert ingredient, and because the
nominal and certified limits of the components are not
substantially similar (see the Confidential Appendix for
details).
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1, Reviewer: Linda L. Xutney

2. Company: Bayer Corporation

3. Type of Submission: Registration [X] Reregistration [ ]
New {X]} Resubmission [ ] Amendment [ ] "™E-TOO" [X]
Alternate Formulation [ ] Experimental Use Permit [ ]

Qther ({Specify)

4, If "Me-TOO" Registration, this product is [ ] is not ([X]
similar or substantially similar to EPA's Reg. No.:
11556-117

If not, comment in Confidential Appendix on the significant
differences between the registered and the new source.

CONFIDENTIAL STATEMENT OF FORMULA

. 5. Type of formulation and the sources of active ingredients:
® Non-integrated formulation system..... e e e e [X]
® Are all technical grade active ingredients used
registered? @ yes {X] ® no [ ], If no, specify
@ Integrated formulation system........ i insnnnn [ ]

6. Clearance of intentionally added ingredients in the
formulation for the intended use (indicate in the
Confidential Appendix those that are not cleared; the PC
Codes should be provided by the chemist on the C$F for those
that are cleared):

6(a) Formulation intended for food use under 40CFrRS§180.1001:
® ves [ ] @ no {X) ® Some are cleared, others are not [ ]
Cleared under list: e cf ] e df ] @ e [ ]

Are there any limitations for use as an inert under
40CFRS§180.10017

® yves [ ] ® no [X), If yes, specify

6{b) Formulation intended for non-food use:
& yes [X] ® no [ ] ® Some are cleared, others are not [ ]

6{c] Clearance by the FDA of certain formulations under 21CFRS§170
to 199,e.qg., (a) indirect food additives, such as food
contact surface sanitizers; adhesives, coatings, paper and
paperboard products that may contact food in packaging or
holding:; & (b) substances generally recognized as safe,GRAS
® ves [ ] ® no [X] @ Some are cleared, others not [ }

If yes, the entire formulation is cleared under 21CFRS
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*Product ingredient source information may be entitled to confidential treatment*

7. The density, pH, and flammability values given on the CSF
are identical with those of GRN 830.7300{density),
830.7000(pH}, and 830.6315(Flammability}, respectively:

® yes [X] @ no [ ]

8. The nominal concentrations {(NC] of the active ingredients
and the upper and lower certified limits (UCL & LCL) are as
follows:

: % by weight

Active ingredient{s) REG-NO NC UcL LCL

Imidacloprid

pyriproxyfen

9, The calculated NCs, based on the pure active ingredients

{PAT), are identical to those on the label:
) e yes [ ] ® no  (X]
Not acceptable for imidacloprid and Pyriproxyfen-as required in
PR Notice 91-2

10. The certified limits are within the standard limits as per
40CFRE158.175 or are adequately explained if different:
® vyes (1] ® no [X]

PRODUCT LABEL

11. The chemical names of the active ingredients on the label
are identical to those on the CSF: @ yes [X] @ no [ ]

12. The appropriate physical and chemical hazards statement
regarding flammability or explosive characteristics of the
product are given on the label:

@ yves [ ] @ no [ 1 @ not applicable [¥X]

13. The storage and disposal instructions for the pesticide and
container are in compliance with PR Notice 84-1 for
household use products or PR Notice 83-3 for all other uses:

@ yes [X] ® no { ]

110




PRODUCT CHEMISTRY DATA (SERIES 830 Subgroup A & Subgroup B)

14. Chemical IDs/Manufacture/ Data MRID No.
Analytical Information Required
New Guideline:B830,-~ Fulfillied
1550, (61l-1)Chemical Identity{CSF) Y 450969-02
1600, (61-2a) Beginning Materials Y 450968-02
1620.{61-2b) Formulation Process
1670, (61-3) Discussion of Impurities Y 450969-07
1700.{62-1) Preliminary Analysis Y 450865-02
1750, (62-2) Certified Limits {CSF) N 450969-02
1800, (62-3)Enforcmnt. of Anal.Method Y 450969-01
15. Physical/Chemical Data Value or MRID No.
Properties Regquired Qualitat.
New Guideline No. 830.--- Fulfille Descrip.

d
mi
6303.(63-3)Physical State Y Liguid 450969-03
7300, {63~7)Density/Bulk Y 1.082 450969-03

Density lbs/gal
7000. (63~-12) pH NA 6.02 450869-03
6314.(63~-14)0xid/Red Action Y No ox. Or. 45096%-03
red.
Action
6315.{63-15%a)Flamm.~Flsh Pt. Y above 450969-03
100.2°C
6315. {63~-15b) Flame Exten. NA -
6316. (63-16)Explodability N - -
6317.(63-17)Storage N - —
Stability.
7100. {63-18)Viscosity Y 5.13 ¢S5t 450869-03
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6319. (63-19) Miscibility N - -
6320. (63-20)Corrosion Y Non- 450869-03
Characteristics corrosive
' as
packaged,
tested for
ebout 30
days
6321, (63-21)Dielectric _ N -— -
Breakdown Voltage

Explanations: Y = The Requirements Were Fulfilled; N = The
Requirements Were Not Fulfilled:; NA = Not Applicable; G = Data
Gap; U = Requires Upgrading; I = Incomplete or In Progress; W =
Waived.
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*Inert ingredient information may be entitled to confidential treatment*

CONFIDENTIAT, APPENDIX

SUBJECT: PRODUCT CHEMISTRY REVIER OF MP [ ] EP [X]
DP BARCODE No.:D265772 REG./File Symbeol No.:11556-RET
PRODUCT NAME: Advantage Plus 10 for Dods
COMPANY : _Baver Corporation

. The CSF for the subject product, contains a nominal
concentration of imidaclopriZ of 8.9% and of pyriproxyfen of
0.45%, not 9.10% and 0.46%, respectively, as stated on the
proposed label. The registrant should resubmit the CSF and
proposed label and ensure thzf these percentages are correct
and identical.

. The subject product is not substantially similar or similar
to Reg. No. 11556-117, because it contains the additional
a.i. pyriproxyfen and the additional inert,




"Reason To Issue:  Propose Registration Date: 04/07/00
Supersedes: None

{(Front Panel)

Advantage Plus® 10

Topical Solution

Once-A-Month Topical Flea Treatment For Dogs and
Puppies 7 Weeks and Older and 10 1bs. and Under

READ ENTIRE LABEL BEFORE EACH USE

For the Prevention and Treatment of Flea Infestations on Dogs

¢ Available Only Through Licensed Practicing Veterinarians

¢ Kills 98-100% of the Fleas on Dogs Within 12 Hours

e Kills Reinfesting Fleas Within 2 Hours

¢ One Treatment Prevents Further Flea Infestation For At Least Four Weeks

o Kills Adult Fleas, Eggs, and Larvae

o Prevents Immature Fleas from Developing into Biting, Breeding Adults

o Provides 3-Way Protection Against Fleas, Breaking Life Cycle at Egg, Larval,

and Adult Stages
%

Active Ingredients By Weight
Imidacloprid; 1-{{6-Chloro-3-pyridinyl) methyl]-N-nitro-2-imidazolidinimine . . 9.10%
Pynoproxyfen; 2-[l-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine . .......... 0.46%
Inert Ingredients . . .. ... . 90.44%
072 100.00%

KEEP OUT OF REACH OF CHILDREN
CAUTION

See Below First Aid and Precautionary Statements

PRECAUTIONARY STATEMENTS
HAZARDS TO HUMANS

Harmful if swallowed. Causes moderate eye irritation. Avoid contact with 2725 or clothing,
Wash hands thoroughly with soap and warm water after handling.

x:moiij/labelspr/AdvanPlus10-4pk. Doc Page | of 8
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"-Reason To Issue:  Propose Registration Date: 04/07/00

HAZARDS TO DOMESTIC ANIMALS

For extemal use only. .
Do not use on puppies under 7 weeks of age.

As with any product, consult your veterinarian before using this product on debilitated, aged,
pregnant or nursing animals. Individual sensitivities, while rare, may occur afler using ANY
pesticide product for pets. If signs persist, or become more severe, consult a veterinarian
immediately. If your animal is on medication, consult your veterinarian before using this or
any other product. For consumer questions call 1-800-255-6826. For medical emergencies
call 1-877-258-2280.

FIRST AID

. Ifin eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes.
Remove contact lenses, if present, after the first § minutes, then continue rinsing eye. Call a
poison control center or doctor for treatment advice,

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice,
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do
so by the poison control center or doctor. Do not give anything to an unconscious person.

If on skin: Wash with plenty of soap and water.
To Physician: Treat the patient symptomatically.

Four 0.4 mi, Tubes

EPA Est. 11556-DEU-1
EPA Reg. No. 11556-XXX

Manufactured For
Bayer Corporation cera
Agriculture Division C
Animal Health - _—
Shawnee Mission, Kansas 66201 USA N e

Made in Germany

x:moiij/labelspr/AdvanPlus10-4pk. Doc Page 2 of 8
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* Reason To Issue:  Propose Registration Date: 04/07/00
Supersedes: None

{Back Panel)

Advantage Plus® 10

Topical Solution
Fast
Effective
Multi-Stage Flea Control

Once-A-Month Topical Flea Treatment for Dogs
and Puppies 7 Weeks and Older and 10 Ibs. and Under

Available only through licensed practicing veterinarians
Kills fleas within 12 hours

Kills reinfesting fleas within 2 hours

Prevents reinfestation for up 1o 4 weeks

Convenient, easy io apply

Kills adult fleas, eggs and larvae

¢ » o ¢ o °

READ ENTIRE LABEL BEFORE EACH USE

x:moiij/labelspr/ AdvanPlus10-4pk. Doc Page 3 of 8
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"Reason To Issue:  Propose Registration Date: 04/07/00
Supersedes: None

{Leaflet)
Advantage Pius® 10
Topical Solution

Once-A-Month Topical Flea Treatment for Dogs and
Puppies 7 Weeks and Older and 10 ibs and Under

READ ENTIRE LABEL BEFORE USE

For the Prevention and Treatment of Flea Infestation on Dogs.

%
Active Ingredients By Weight
Imidacioprid; 1-[(6-Chloro-3-pyridinyl) methyi)-N-nitro-2-imidazolidinimine . . 9.10%
Pyriproxyfen; 2-[1-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine........... 0.46%
ImertIngredients . ... ... i i e, 90.44%
103 N A 100.00%

KEEP OUT OF REACH OF CHILDREN
CAUTION

See Below First Aid and Precautionary Statements

PRECAUTIONARY STATEMENTS
HAZARDS TO HUMANS

Harmful if swallowed. Causes moderate eye irritation. Avoid contact with eyes or clothing.
Wash hands thoroughly with soap and warm water after handiing.

HAZARDS TO DOMESTIC ANIMALS

For external use only.
Do not use on puppies under 7 weeks of age.

As with any product, consult your veterinafan before using this product o1 débﬁitated, aged,
pregnant or nursing animals. Individual sensitivities, while rare, may occur after using ANY
pesticide product for pets. 1f signs persist, or become more severe, consult a'veterinarian .
immediately. 1f your animal is on medication, consult your veterinarian befsre using his or
any other product. For consumer questions call 1-800-255-6826. For medicel.dmergencies
call 1-877-258-2280.

x:moiij/labelspr/AdvanPlus10-4pk. Doc Page 4 of 8
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“Reason To Issue:  Propose Registration Date: 04/07/00

FIRST AID

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes.
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye, Calla -
poison conirol center or doctor for treatment advice.

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice.
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do
so by the poison control center or doctor. Do not give anything to an unconscious person.

If on skin: Wash with plenty of soap and water.
To Physician: Treat the patient symptomatically.

DIRECTIONS FOR USE

It is a violation of Federal Law to use this product in a manner inconsistent with its labeling.

HOW TO APPLY
l. Use only on dogs. Do not use on other animals.
2. Remove one applicator tube from the package.

L S 7
3. Hold applicator tube in an upright position. Pull cap off tube. e
4, Turn the cap around and place other end of cap back on tube. T
5. Twist cap to break seal, then remove cap from tube. s
x:moiij/labelspr/AdvanPlus 10-4pk. Doc Page 5 of 8
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6. The dog should be standing for easy application. Part the hair on the dog’s back,
between the shoulder blades, until skin is visible, Place the tip of the tube on the skin
and squeeze the tube twice to expel the entire contents directly on the skin.

Do not get this product in your pet’s eyes or mouth,

7. Discard empty tube as described in Storage and Disﬁosal.

The successive feeding activity of fleas on pets frequently elicits a hypersensitivity skin
disorder known as flea allergy dermatitis (FAD). Treatment of pets with Advantage Plus®
rapidly kills fleas and reduces the incidence of this condition.

Advantage Plus® kills 98-100% of the existing fleas on pets within 12 hours, Reinfesting
fleas are killed within 2 hours with protection against further flea infestation lasting for up to
four (4) weeks. Pre-existing pupae in the environment may continue to emerge for six

(6) weeks or longer depending upon the climatic conditions.

Fleas, eggs and larvae in the pet’s surroundings are killed following contact with an
Advantage Plus® treated pet. Advantage Plus® provides multi-stage flea control effectively
breaking all flea life-cycle stages for quick and lasting control of flea populations.

Advantage Plus® kills adult fleas quickly, inhibits the development of immature flea life
stages and prevents thern from reaching the biting adult stage.

Advantage Plus® remains efficacious following a shampoo treatment, smmmmg or after
exposure to rain or sunlight.

o

If re-treatment becomes necessary earlier than four weeks, do not re-treat mo‘re than once
weekly.

x:moiiiflabelspr/AdvanPlus10-4pk, Doc Page 6 of §
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STORAGE AND DISPOSAL

Do not contaminate water, food or feed by storage or disposal.

Storage: Store in a cool, dry place. Pesticide Disposal: Securely wrap original container in
several layers of newspaper and discard in trash. Container Disposal: Do not reuse empty
container. Wrap container and put in trash,

LIMITED WARRANTY AND LIMITATION OF DAMAGES

Bayer Corporation, Agriculture Division, Animal Health warrants that this material conforms
“to the chemical description on the label. BAYER CORPORATION MAKES NO OTHER
@ EXPRESS OR IMPLIED WARRANTY, INCLUDING ANY OTHER EXPRESS OR
IMPLIED WARRANTY OF FITNESS OR MERCHANTABILITY, and no agent of Bayer
Corporation is authorized to do so except in writing with a specific reference to this warranty.
Any damages arising from a breach of this warranty shall be limited to direct damages and
shall not include consequential commercial damages such as loss of profits or values, etc.

EPA Est. 11556-DEU-1

EPA Rez. No. 115563as=A L £

Manufactured for Bayer Corporation
Agriculture Division, Animal Health
Shawnee Mission, Kansas 66201 U.S.A.

-3
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(Label on Individual Tube)
Advantage Plus®
9.10% Imidacloprid

0.46% Pyriproxyfen

0.4 ml

EPA Reg. No. 11556-XXX

CAUTION

Keep Out of Reach of Children
Read The Entire Label Before Use
BAYER

Lot No. 00060000

.....

na
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Form Aoproved, OMB No. 2070-00
o b Unitsd States Registzation
wEPA Environmantal Protaction Agency Amendment L
Washington, DC 2046G Other if
Application for Paesticide - Saction |
1. Compeny/Product Nurshsr 7{3 . 2. EPA Product Manapsr 3. Proposad Classificebian
11556- i i -
we L Dr. Tina Lavine [{] None D Restricted
4, CompanyfProduct {Nemay PM#
Advantage Plus 10 for Dogs i %
5. Name end Address of Applicant {inchede ZIP Codsl 6. Expedited Reveiw. In accordance with FIFRA Saction 3icli3)
Bayer Corporation, Animal Health, Agricuiture Diviston | 1blli), my product is similar or identical in composition and izbefing
P.O. Box 390 to:
Shawnae Mission, KS 66201 EPA Reg. No.
D Check i this iz & nsw address Product Name
Section - i
D Amsndmant - Explain below. Final printed |abafa in repeonss te
Agoncy fatter dated
Roesubrnission in response to Agencyfetterdated ... . . D “Mo Too™ Application.
Notification - Explain balow. Othar - Expisin bhafow,
Explanation: Ues addifionet pagats) if neconsery. {For saction f ond Section H.)
See Atachmant
Section - ili
T. Matertsl This Product Wilf Ba Packsgsd in:
Child-Resistent Peckaging Unit Packaging Water Sofuble Packuging 2. Typo of Contmnar
Yoo Yos - You Motal
v | Plestic
H No No No — s
. If "Yeos" No. per ft “Vea* No. per v | Paper
* mffm must Unit Pockaging wgt. containar Pockapa wot containar Other (Spacifyf
]’ubm:md ! ]
. Locatien of Net Contents fnfermaetion 4. Sizais! Rateif Container 6. Location ot Lebe! Diractions
, Four 0.4 ml tubes and Six 0.4 mi tubes On Label
L Labat [__l Container On Label accompanying pradust
8. Mannor in Which Labef ie Alfixed to Product [ fhthogrsph E’_] other  Ses Application text
Paper plued
Stanciled
Section - IV
1. Contact Point [Complets iterns diractly below for iderniification of individusd to be contactad, if nacsssary. to process this spplication.f
Nemio Titls Tefaphona No. {fncluds Arsa Code}
F. Tery McNamara Manager, Prectinical Devetapment {913) 268-2598
Certilication 8. Dato Application
t cortify that the stetements f hava made on this form end sl attachmanta thoreto are trus, eccurats and complate, a“.‘ﬁ‘?d
I acknowfedga that any knowlinglly feise or mistesding statemant mey be punishable by fine or krprizonmeny 9‘ . -4 &Stampadl
both under 2pplicablfe taw, o s .
2. Signaturs 3. Tida * * . .
LA L AR E] andadsn
[-“ Manager, Praclinicat Developmant s s *
 Horr! ,GM S ISP
4, Typed Nama E. Osata "E": ° :.
F. Terry McKNamara Aprid 7, 2000 CLRP ) cese
» -
L XX 3 ]

£PA Form B570-1 {Rev. 3-34! Pravious aditions ora obsofeto, White . EPA Fila Copy (otightal | “YeRSy - Appllcamt Copy




gl Eorm Approved, OME Ne 2070.0060
United States Registration OPP Wdontifier Number

%
Environmental Protsction Agency A d
EPA 9 mendment | 57789

Warhington, DG 20480

Other
Application for Pesticide - Saction |
1. Sompeany/Product Number 2. EPA Product Manager 3. Propored Classificotion
N .
4. Company/Product [Nema) PME D one D Restricted
5. Nemus and Address of Applicent finclude ZIP Coda) 8. Expedited Review. in accordance with FIFRA Section 3(c)i3)
{bHil, my product is simiiar or identical in composgition and 1absling
to: . i
EPA Reg. No. L
rd
A
D Check i thiz Iz & haw addrezs Product Nama _/‘
N\ Section - il /
s
D Amendment - Explain Delow. Final printed labels in respones to /
Agenay letter dated
Resubrnizsion In response 1o Agency lotter dated [j "Ma Too" Applicstion, //
Notifiostion -~ Explein bolow. D Other - Explain below. //
£
Expilanation: Use sdditional pogelst If neossaary, (For esction | and Sgction 1. /

Section - m\ /

1. Matsrict This Product Wil Be Packeged In:

Child-Resistant Peckaging | Unit Psckaging Wﬂar Soluble Po 2. Typo of Contairer
B You* B Yes Yes Mate!
Plastio
No No Glozs

. - i "Yor* Mo. per if Yes No. per Pepor
ﬁqatmn must Unit fackeging wgt.  tontsiner Packs conmm Other {Specify}
braftted :
3. Locetion of Net Contents Information 4. Sizols) Rotail gﬁntwnar 5 ocation of |.abs! Directions
~ On Labe!
D Lebal D Container / On Leheling sooompenying prodiot
&, Menner in Which Labet 1a Affixed to Product jthograph ] omer __\
aper glusd
Stencilad
/ Sectlon - IV \

1. Contact Point [Carnpliete ftems diroctly bo}o%or idantificetion of individual to bo contacred, if necmw-}' to pracass thég spplication.}

Name / Tite \ Telephono Ho. linsiudo Area Code)

/ Certification &, Oata Application
1 certify that the statsmants 1 have made on this form and ofl sttechments tharsto are tree, sccurata end complete. Recaived
! acknowledge that eny knowingly false or misineding statament may be punishebie by fing or impnsonmant gr {Stampad}
both under sppiicable law.
2. Signetire 3, Tile \\
4. Typed Neme 8. Dats
422

EPA Eorm 8570-1 IRev. B-94) Provious sditions aro obsolete. Whita » EPA Fila Copy lodiginel]  Yellow - Applcant Copy




PAPERWORK REDUCTION ACT NOTICE and INSTRUCTIONS

PAPERWORK REDUCTION ACT NOTICE: fublic roporting burden for this colfection of informotion is estimated to oversge 0.85 hour per
raspenge, including time for reviewing instructions..saarching oxisting deta scurcos, gathering ond maintsining the dato noeded, srd completing and
raviowing the collection of information. Sond- corfants ragarding the burden estimote or ony othar sspect of thie colloction of infermaetion, including
suggestione for reducing thie-burden, te Chief, Infermation Policy Branch, {2136}, U.S. Environmante! Protection Agency, 401 M Stroot, SW,
Waghington, DC 20480,

INSTRUCTIQNS: This form is te be uoed for aff opplications {or new regictration, end use roragistration, amendment, resubmission, te opplications
for notifications, final printed {absling, roragistration, stc, !n order to process an application for & new registration submitted on thia form, the
following materia! must eccompeny tho epplicotion:

Certification with Respoct to Citation of Data {EPA Form 8570-28). Iif not exemptaed by 40 CFR 152.81 (b} {4)];

Cenfidontic! Statement of Formule {EPA Form 8570-4);

Forrmulster'e Exemption Statement {EPA Ferm 8570-27);

Five copios of droft labeling:

Throa copioo of any dete submitted;

Authorization {otter whors spplicable;

7. Matricos whara appilceble.

Submisslon of Lobaling - Labaling ahould first be submitted in the form of draft-labels with off opplicotions fer new rogistration. Such draft febala may be
in-the form of typod labe! toxt on 8.5 x 11 inch popor for eubmigsien or ¢ mockup of tha propovad lobal, if prepared for mockup, it should ba
constructed in & wey as to facilitete etorege in an 8.5 x 11 inch file. Meckup labels significantly smoeller then 8.5 x 11 incheg chould be mountad on 8.5
% 11 inch psper for submisaion.

Submission of Dato - Data submitted in support of this apptication must be submitted in accerdence with PR Notice 86-5.

LU

SPECIFIC INSTRUCTIOMS: Ploase reed the instructions fisted betow before completing this epplication. First deterrmine tha type of rogistmti'
action, listod in Block A, for which you sre eubmitting this epplicetion. For epplications submitted in connaction with Mew Regiatration ections, Soctions
4, 1, and IV -must be compisted by the epplicant. For applicetions submitted in cennaction with emended reregistration actiong, resubmissicns,
netifications, reragistrations, etc., Sectiens !, (I, end IV must be complotod by the spplicant.

Block A - Check the sppropriata ection for which you ere submitting this form,

SECTION | - This caction must be complotad, ss epplicable, for all registration sctione.

1. ECempony/Praduct Numbaer - insert your Company Numbaor, if one has boen assigned by EPA. This numbar may heva bean assigned to you as a
basic repistrant, e distributor, or a5 on establishment. If your product is registered, insart the Product Kumbaor,

2. EPA Product Mgnapgor - i known, 1 in the nemo ond PM number of the EPA Product Moneger.

3. Propoasd Clagoificotion - Specify the propesod classificotion of this product,

4, Product Msmo - Enter tha complote preduct neme of thig pesticide e it will appeor on the febe!. The name muet bo opoeific t this product enly.
Duplicotion of nomoes is not permittod smeng preducts of the come company. De netinclude any brand neme or company fine designations.

5, Memo ond Addroce of Applicent - Tha name of the lirm of person end addresa shown in your applicetion is the persen or fitrn to whom the
rogistretion will bo issuad. If you aro scting in bahe!f of snother party, you must aubmit suthorizotion from thet porty to act for thom in ragistration
mattars. An spplicant not residing in the United Ststes must have on autherizod agent residing in tha Unitad Ststas to sct for tham in ol
rogistration mattors, The neme snd comploto mailing addroes of such en egont must occompeny this epplicotion.

&. Expodited Raviow - FIFRA soction 3 (¢} 3 18} providos for oxpoditod review of applications for ragisteation, or amandmonts to exieting rogastratlons
thet ara similor or identical to other pasticide products that are currontly rogisterad with the EPA. In order for your spplication to be efigible for,
oxpedited raview, you must provide us with the EPA Registration Number and product nema of the preduct you baelisve is similer to or Edentice.
your product. The product muat ba similar ot identicel in both fermulation end foboled usse.

SECTION [l - This section must ba comploted for all applicstions submitted te emond the regiotration enly of @ currently regioterod product

{Amondment}, for o ropubmission in response te sn Agency letter, for notificetions te the Agency, for the submiceion of finel printed Yebuling, for

raregiotration end for any other actien that perteine to o gpacific EPA-rogistered product. This sectien ! not to be uaod for & nhew applicstion for

ragistration.

1. . Subjact of cubmiesion - Chack the epplicable block and provids the Agency latter dots if sppropriets. Provide o bris{ explanstion of tha purpoesis!
for the submission, such as “the eddition of & site, pest or crop {specify}"; "smend tho Confidentis! Statemant of Formuls by..."; “reregistration
submission™; "goners! !sba! revision of use diractions.” Attach a soporato pege if additiona! space ia neaded.

SECTION ill Packeging end Conteiner Infermotient - This Section must be completed for a! spplicatione submitted in connection with naw
registretion or epplioable amendments. .
1. Type of Packeging - Check the appropriate bleck ¥f your preduct will be packagsd in the Indiceted packaging typee.
* indicata tho sizo of the individue! psckots and numbor per retai! containsr.
. Type of Retall Conteiner - Indicato typs of conteinor in which product will be marketad.
. hecation of Net Contonts - Indicate the {ocetion of tha not contonta infermetion for your product.
Sizote] of Retall Contolner - Spocify the nat contents of all rotai! centainers for your product.
. Locetlen of Usa Dirscilans - Indicate tha lecation of the use directions for your preduct. .
Mannsr in which laba! is afflxed to product - indicotsd the mathod product label is sttechod to retail containsr,

Ou bW

§E§TIQN |! {Contest Point! - Thin Section muet be complotad for ell spplicetions for Registration actions, i.e., new products ragistretion,
ragubmizsion, “me-tee,” rerogistretion, ote.

1-5. Solf-axplenctory,
6. EPA Use Only.




Forem Appraved. OMB No. 2070-CGO80

P United Stetes Reg*stf&tiﬁn OPP lentificr Numbaer
WEPA Environmental Protection Agency Ameandment ﬁ? 7 ‘8 ,S
Washington, OC 204680 /@
Dthar . / H
Application for Pesticide - Saection |
1. Compeny/Product Number 1. EPA Product Manager 3. Propossd Clazaification
4, Company/Produot IName} FMF D Nofe D Restrictad
5. Neme and Address of Appiicant linclude ZIP Cadel 6. Expedited Review. in sccordance with FIFRA Saction 3(c}{3}
“1 i}, my product is similar or identical in composition and labeling
W
£PA Reg. No.
E] Check # this it ¢ new addrass Praduct Name
\ Seaction - I}
)
D Amendmant - Expisin befow, - Final printed labels In respones to :

Agency lettor dated

Rasubmiasion in responee to Agency letter deted D "Ma Too" Applcsation,

Notification - Expigin bolow. D Other - Explein below,

5

Explanation: se sdditionsl pagolst If necesaary. {For section | und\SQction .}

\

5

Section - Il

1. Material This Product Will Be Packeged bn: N\
Child-Rasisiant Peckaging  § Unit Pockeging Weter Seluble Pn__r:k"ep’\ 2. Type of Container

H Yas" B Yoo H Yoo ' ‘ﬂ Meotot

A Plactio
Ho Mo No_ \ Glase
; . it *Yaa" No. por i "Yaa” Ho. par Paper
fication must Unit Packaging wgt.  coniginet Packed; wit containet Other {Spacityl
ubmitted [
3. Location of Het Contents information 4. Sizois) Roteil Containasr 5. bocation of Label Dirsctions
On |Label
D Label D Container On Lebeling » neanying product
8. Manner in Which Label is Affixed te Product i hoarsgphd D Othar \
aper giug T
Stencitad
Section - IV \
1. Contact Point [Complets ltermns directly beiow for identification of individuel! to be contaciad, if nacessnrk to procexs thiz spplication.j
T
Nemes Title | Telephone No. {inciude Aron Codal
Certification 6. Data Applicotion

{ certify that the statements  have made on this form end ail ettachments theroto are true, accurate snd cétplgte, Received

i ecknowledpe that eny knowingly felee or misleeding statamesnt may be punishsile by fine or imprsonment 'or {Stemped)

both under appliceble lew.
2. Signature 3. Tide
4. Typed Name 8. Dots

1

EPA Form B570-1 (Rev, B-84) Praviouz editions ara absolate. Whits - EPA Flla Copy (arglnal) Yoltew - Applicant Copy




PAPERWORK REDUCTION ACT NOTICE and INSTRUCTIONS

J E: Publie reparting burden for thie coflection ot inforrnation in ostimated to averoge 0.85 hour par
ragponse, m—:ludrng tmw fcr mwswm«a msu-ucnom..m;ciuna axisling dets sourcas, gathaning and maintaining the dats naeded, and completing and
raviewing tha colisction of information. Send comMants ragerding the burden setimate or any other azpoct of this collection of informatian, including
wuggestions for reducing thie burden, to Chief, information Policy Branch, {2138i, U.S. Environmantal Protection Agoncy, 401 M Straet, SW,
Whashington, DO 20480,

INSTRUCTIONS: This form iz to ba used for all spplications for new registration, and uss raregistration, smendment, resubmission, to applications
fer notificetions, finsl printed ledeling, reregistration, stc. |n erder to process en applicetion for a naw registration submitted on thie form, the
follawing matsns muat secempeny the epplioston:

1, Cortficabion with Respact to Citation of Date (EPA Form 8870-281. {If not sxempted by 40 CER 152.81 {b) {4));

2. Confidentisd Statemant of Formuda (EPA Forma B570-4);

3. Formutator's Exemplion Stetement (EPA Form 8878-275;

4, Five oopies of draft labsling:

5. Thies copian of any date submitted;

8. Authonzetion tatter whare spplicsbla;

7. Matrces whara appiicabis.

Submisslon of Lebaling - Labellng should firat be submitted in the form of dreft isbsla with alf applications for new rogietration. Such droft isbole ey he
in the forrn of typed lebel taxt on 8.5 x 11 inch peper for submission or a mockup of tha proposed label. if prepured for mockup, 1t ahould be
conetruscted in & way as to feciitete gterage in sn 8.5 x 11 inch filo. Mockup iabeis significantly emsilar than 8.5 x 11 inchas should bs mountsd on 8.5
% 11 inch paper for submission.
Submission of Dats - Date submitted in suppaert of this application must be submitted in sccordance with PR Notice 85-5.

®

SPECIFIC INSTRUCTIONS: Plesse road the instructions listad below before complating thit spplicetion, Fitst determine the type of registesy
action, listed in Biock A, fot which yau sre submitting this eppiication. For spplicauons submitted in connection with Naw Registration sctions, Sections
1, i, end iV rust he compiated by the eppifcant. For epplicstions submitted in connsction with amandad reragistration actions, resubimissions,
nobfications, reregistrations, stc., Sections §, #, end iV muot be completed by the applicant.

Block A - Chack the sppropdete sction for which you ere submitting thie form.

SECTION 1. This esction must ba completed, as spplicabis, for oll ragistration setions.

1. CompanyProduct Number - Insart yeur Cornpany Number, if ona hee been sssigned by EPA. Thia number mey have been sssignad to vou as &
besic regiztrant; s dizthibutor, or oz an esteblishment. if your product ie ragistersd, insast the Product Bumber.

2. EPA Producst Managar - it known, fill in the nema and PM number of the EPA Product Manager.

3. Propesad Ciespification - Spacify the proposed classificetion of this preduct,

&. Product Nema - Enter the complete product nemes of this pesticide ae it will eppesr on tha 1shel. The name munt be specific to this produst only.
Duplicstion of nemes is not permitted among products of the eeme company. De not inciude any brand nema or company line designations.

5. Name end Address of Applicant - The nama of tha firm of person gnd sddress shown in your eppiication is the person or firs to whom the
rogistration will be izeued, if you gre scting in behslf of enothar perty, you must submit authorizetion from thet perty to ect for tham in ragistration
mattara. An epplicent not reslding in the United Ststes rnust have an suthotized sgant rosiding in tha United States to ect for them in el
repistration matters, The neme and ocompiete mailing eddreso of such an sgent must accompany this appiication.

6. Expadited Roview - FIFRA soctions 3 {c} 3 (B} provides for axpeditad rovisw of epplications fer ragietration, or amendmante to existing registrations,
thet ore simdlar or idanticed to other pesticide producte that ore currantly regietared with the EPA, in order for your epplicstion to he oligibie fo
sxpeditsd review, yau fmust provide us with the EPA Ragistration Number and product name of the praduct you bsiteve ie eimilar to or identics.
your product. Tha product must be similer or identicel in both formulebion tnd lebeled uzes.

SECTION [ - This seotion mwet be completed tor s spplicstions gubmitted to smand tha regintretion only of & cutrenty ragiatered product
{Amendrmant), for s resubmlssion in responee to en Agency lottar, for notificetions to the Agency, for the submiksion of fingf printed labeling, for
rerepistration and for ony other action that portsing to e specific EPA-reglstarsd product. This azetion fn not o be used tor o nyw epplicstion for
ragistration,

Bubjact of submission - Chack the applicable biock end provids tha Agency jetter dete if appropriate. Provide o briet explanation of the pumosalsi
for the aubmission, such as *the sddition of o site, past or ¢rop {zpecify]™; “amend the Confidontial Steternant of Formuis by...”; “reregistration
submission”; "genaral lebsl revigion of use directions.” Attech a soperate page if sdditionsl spsco i naeded.

=

SECTION [} (Packaping and Containar informstion) - This Section must be compieted for eli epplicationz aubmitted in connastion with new
regiatration or applisabls amandments,
1. Type of Peckaging - Check the sppropriate block if your product wili be peckeged in the indicoted pscksging types.
irdicete the size of the individuai peckete snd numbar por ratail conteiner.
2. Type of Retak Contalnar - Indicate type of conteinar In which product will he merketed.
3. Locatien of Nat Contents - indiceta the locetion of the net contentz infarmation for your product,
4. Slzefaf of Retell Contsiner - Spacify the net contents of eif ratall containars for your preduct.
5. Location of Uzs Directions - indicete the iocetion of the uee directions for your produet,
5. Mannaer In which labai is offixed 10 product - indicetad the mothod product iebel iz atteched to rateil container.

SECTION IV (Comact Puinti - This Saction must be compieted for i spplicutions for Registration sctions, i.4., new products registretion,
tasubmission, “me-too,” reragistration, atc.

1-B. Seif-axplanatory.
8. EPA Use Only.

N
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

o

§ m% WASHINGTON, D.C. 20460
iz L4

A

b, w@@? 04/13/2000

OFFICE OF
PREVENTION, PESTICIIES AND
TOXIC SUBSTANCES

Bayer Corporation, Animal Health, Agriculture Division
P.O. Box 390
Shawnee Mission, K§ 66201

PRODUCT NAME: Advantage Plus 10 for Dogs

COMPANY NAME: Bayer Corporation, Animal Health, Agriculture Division
QPP IDENTIFICATION NUMBER.: 270789

EPA FILE SYMBOL: 11556-REI]

EPA RECEIPT DATE: 04/12/00

SUBJECT: RECEIPT OF APPLICATION FOR A NEW REGISTRATION

DEAR REGISTRANT:

The Office of Pesticides Programs has received your application for a new registration and it has passed an
administralive screen for completeness.

Please note that this is only a notification of receipt of your application, This is only the first step in the
application process, and does NOT constitute approval.

if you have any questions, please contact 1he Insecticide /Rodenticide Branch, at (?03)-305~54'04.

Sincerely,

Front End Processing Staff
Information Resources & Services Division
" Information Services Branch

Internel Address (URL) hHp:/fovww epa.gov

Recycled/Recyclable Primed with Vegerable Oil Based Inks on Recycled Paper {Minimum 25% Posiconsumer)
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April 7, 2000 Agriculture Divislon

Ms. Dani D iel Crop Protection Products

Registration Division (H7505C) ' Bayer Corporation
U.S. Environmental Protection Agency %Uoﬂgf‘fg*;%f" Road
Arie] Rios Building . Kansas City, MO 64120-0013

1200 Pennsylvania Avenue, N.W. Phone: B16 242:2000

Washington, D.C. 20460

Subject: Letter of Authorization; BAYER Animal Health
ADVANTAGE Plus® Applications for Registration, Imidacloprid

Dear Ms. Daniel,

BAYER Corporation, Agriculture Division, hereby authorizes the Agency to refer
to any research and/or test data on our active ingredient imidacloprid {the active
ingredient in ADMIRE® and PROVADO®) in support of the applications for
registration of ADVANTAGE Plus® 10, ADVANTAGE Plus® 20, ADVANTAGE Plus®
55, ADVANTAGE Plus® 100, ADVANTAGE Plus® 9, ADVANTAGE Plus® 18,
submitted by BAYER Animal Health, 12707 W. 63" St., Shawnee Mission, KS,
66216-1846.

Furthermore, the Agriculture Division of BAYER Corporation has three business
groups; Crop Protection, Specialty, and Animal Health. All three business groups
seek product registrations for products containing the active ingredient
imidacloprid. Any confidential business information released by the Agency in
data evaluation records or other documents for company number 3125 {Crop
Protection and Specialty Groups) can be disclosed without restriction to the
Animal Health Group, company number 11556. In addition, the Agency is
authorized to refer to any research and test data submitted under company
number 3125 in support of applications for registration from BAYER Animal
Health, company number 11556. "

As always, if you have any questions, feel free to call me at (816) 242-2838.; '~

Sincerely, T fawana

BAYER Corporation, Agriculture Division

i P
W - o n
. a
. s

James L. Kunstman . N
Manager, Product Registrations
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*Product ingredient source information may be entitled to confidential treatment*

. "X Applioant's Nama. and Addrasy -

.| Bayer Corporation :

-+ | Animal Health, Agrlculturg DIV!S!OH
'P.C.Box 390 |

Shawnee Mission, KS 66201

A 1558%7?5 2

Advan!age Pius 10for DogS ey

'.,' Datu ot Ccnﬁdantlal Smcmant of Foimuls {EPA Fcrm 857041
: ' Apr i) 7, 2000 .

. As an authcrszed raprasantatwa' f tha appilcant for raglstrat:on of the product ldant:f:ad above, i camfv that:.

t1; Th:s product contalns the followrng actwe lngred:ent

Pynproxyfen IERV - o y |
imidac}opnd (”°t crtmg Formulator’ s Exemphon for thiS active |ngredlent)

. {2} “Of thess, edch active mgred:ent I:stad In paragraph {4} is present sole!y as. the rasutt cf the usa of that active
J‘ .ingredient In the- manufacturing, .formulation or repackagmg ancthar product which ccntams that active’ ingradient .
' - which is registered under FIFRA Section’ 3 is purchased by-us from'snother producer, and !s Iabetad for at !east
~gach use for whrch my pmduct ls prOposed to be Iabeled - :

C{3). -tndicaté bv chec{dng Dﬂl}, or {Biba!o hlch paragraph app!ms

:| {A} An accurate Cunﬂdennat Statement of Formula:_(EPA "FORM 3570-4) for. thc abcva :denufad product is 3 : |
attachad to mls statement That formu!a statsmen ridl es, by company. name,. ranlstraﬁon numbar, and product

| B '.', ' Actiw.lndfdéicm i
‘ . Ppyriproxyferi -

:-*'. .
T sase

) aa.llo L ":' ’

AR T . '.
3 L] + & . ’ .

* 2 e e
' - ak

e ..:.._: !.oco
....... .:.. ..

ITEXY] . -

: .. .-

. i L . N - . - R ..:'.. “aue

. . . . i . ) ' sase

S Name and Tiﬂe e - {Date
%CM N MeNamara - Mgr Preclrnrcal Dev oo Aprli 7 2000 ‘
snmuas?o-z'r mw.a-ssr - ﬁf‘- O - S T "Whits EPAeow

Yd!ow Appﬂcam gopy
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Form Approved OMB No. 2070-0060

@3 UNITED STATES ENVIRONMENTAL PROTECT(ON AGENCY
(\..,J 401 M Street, S.W.

WASHINGTON, D.C. 20460

Paperwork Reduclion Acl Nolice: The public reporting hurden for this collection of information 15 estimaled 1o average 1.25 hours per response for registration
and .25 hours per response for reregisiralion and special review activities, including time for reading the instructions and completing the necessary forms. Send
comments regarding burden esUmate of any olher aspeci of this callection of infarmation, including suggestions for reducing the burden lo: Oirector, OPPE
information Management Division (2137}, U.S. Environmental Protection Agency, 401 M Street, $.W., Washington, OC 20450,

Oo nol send the completed form to Lhis address.

Certification with Respect to Gitation of Data

Applicant's/Registrant’s Name, Address, and Telephone Number EPA Registraton Number/File Symbol
Bayer Corporation, Animal Health, Agriculture Oivision P.0O. Box 380 Shawnee Mission, KS 66201 11556%-{5’ .Z
Aclive Ingredient(s) ant/or representative lest compound(s) Date
Pyriproxifen; Imidacloprid Aprit 7, 2000
General Use Pattern{s} {lisl alt those claimed for this product using 40 CFR Part 158) Product Name
tndoor, Non-food AQVANTAGE PLUS 10or Qogs

NOTE: If your product is a 100% repackaging of anolher purchased EPA-registered product fabeled for all the Same uses on your labet, you do not need 1o
submil this form. You musi submil the Formulator's Exemplion Statement (EPA Form B570-27}.

tam responding to a Data-Call-In Notice, and have included with this form a list of companies sent offers of compensation (the Data Matrix form should
D he used for this purposel.

SECTION I: METHOO OF DATA SUPPORT (Check one method onty)

a Est of companies sent offers of compensation (the Data Malrix form under the selective method), and have included with this form a
should be used for this purpose). compleled tist of dala requirements (the Dala Mayix form must be
used).

D | am using the cite-atl meihod of support, and have included with this form l am using the setective method of suppert {or cite-all option

SECTION #: GENERAL OFFER TQ PAY

{Required if using the cite-all method or when using the cite-all option under the selective method 1o satisfy one or more dala reguirementls)

D thereby offer and agree 1o pay compensation, to other persons, with regarg to the approval of this application, 10 the extent required by FIFRA,

SECTION Itl: CERTIFICATION

I certify thal this application for registration, this form for reregistration, or this Data-Call-In response is suppotted by alt data submitted or cited in the
application for reglstration, the form for reregistration, or the Dala-Calt-In response. In addition, if the cite-atl option or cite-all opfion under the seleclive method is
indicated in Section I, this application is supporied by ak data in the Agency's files that (1) concem the properties or effects of this product or an identical or
‘ subslantially similar product, or one or mare of the ingredients in this product; and (2) is a type of data thal would be required to be submitted under the data
requirements in effect on the date of approval of this application i the application soughl the inifiat registration of a product of identical or simiker compesition and
USE: .

| cettify that for each exclusive usa study cited in support of this reglstration or reragisiration, that t am ke originat data submitter or that ! have cbtained
the writlen permission of the orginal data submitter to cile that study.

! cerify that for each siudy cited in support of Lhis registralion or reregistration thal Is not an exclusive use study, either: (a) | am the original dala
submitter; (b) | have obtained the permission of the original data submitter 1o use (he study in support of this application; {c) e!! periods of eligibitity for
compensation have expired for the sludy; (d) the study is in the public literature; or (€) | have notified in writing he company that submitted the slydy. qu have
offered {t) 1o pay compensation to the extent required by sections 3(c){1)(F) andfor 3{c){2)(8) of FIFRA; and (i} to commence negetiations lo detem‘nne the

amount and lerms of compensation, I any, to be paid for the use of the study. seesee
- LI -

| cerlify thal in all instances where an offer of compensalion is required, copies of all offers to pay compensation afid evidefice of their delivery tn
accordance with sections 3(c){ t}{F) andfor 3{c){2)(B) of FIFRA are available and will be submitted o the Agency upon request, ;Smpld 1 fail :cmam such
evidence to the Agency upon request, ! understand that the Agency may initiale action to deny, cancel or suspend the reg}slranm of wy produci in ocnfonmty with

FIFRA, . Tae
LI E L] L] e
| certify thal the stalements | have made onthie form and att attachments 1o it are true, accuraie, and comp&te. 3 acknowledge 1hal any
knowlingty false or misleading stalement may be puntshabtle by fine or tmprisonment or both under appticabte lawe® e s e cats
. FN %] ..
Signalure [‘ Date Typed or Printed Name and Title " ..
J’f o '7?] April 7, 2000 F. Terry McNamara  Mgr, Preclififdt Bevelopment

EPA Form 8570-34 (9- -57) i tronic and Paper versions availabte. Submil only Paper version.
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MCcLAUGHLIN GORMLEY KING COMPANY

BRIN Temh Avenue Neerlh = Minneapabis, Minnesala $5327.4372 US.AL

April 3, 2000

Mr. Marion Johnson (PM ()

Office of Peslicide Programs (H7505C)

U.S, ENVIRONMENTAL PROTECTION AGENCY
Ariel Rios Building

1200 Pennsylvania Avenue, N.W,

Washington DC 20460

Sabject: Bayer Aniinal Health
9009 W. 67" Street, Bldg. 1
. Merriam, KS 66202

Dear Mr. Johnson:

This fetter serves as authorization, in accordance with our agreement with the registrant, to refer to the
following data submitted by McLaughlin Gormley King Company to EPA for the subject company's

registratian,

MGK Efficacy Data: Submitted m EPA Reg. No. 1021-1619 on March 30, 2000

Registsint's Product:  Advantage Plus® 10
EPA Reg. No.: 11556- £ L

Although this is authorization to rely on MGK data for the subject company’s subject registration,
absolutely no data of 4 canfidential nalure is to be disclosed to them.

. Sincercly,

McLAUGHLIN GORMLEY KING COMPANY

, C
R, { // A b 45.4.{_.
Julie B. Schlekau

Registration Specialist

TELEPHONE: i6) 21 344-1341 . TELEX: 290 8448 MACK GOVY

CABLE "MACK” MINNEADPOLLS

TAX:ihl2i 51-!3#’
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Stecet, S.W.
W.ASH[NGT ON, D. . 20460 Form

Approved OMB No: 2070-0060

2{}460 Do not send the form to the address

Paperwork Reduction Act Not:cc Thc public reporting burden for this colleclion of mformatmn is eslimated to avcrage 0.25 hours per response for registration activitics and 023 hours per response
for. information, including suggestions for reducing the burden lo: Directar, OPPE Information Management Division (2 137, US. Environmental Protection Agency, 401 M Strcct 5.W., Washington; DC

) DATA MATRIX ) _ )
Brate:-April 7, 2000 EPA Reg No./File Symbsl: - llSSG% 11556-XXX Page 1 of 10
- . 11556-XXX, 11556-%X30¢ . T
Bayer Corporalion - Agriculture Division, Animal Health Product' Advantage Plus® 10 for Dogs e i Ingredient: lmidacloprid, CAS = 138261-41-3 .
P.O.Box 390 - Advantage Plus® 20 for Dogs ' '
Shawnee Miggion, XS 66201-639¢ Advantage Plus® 55 for Dogs Pyriproxyfen, CAS = 95737-68-1
Advantage Plus® 100 for Dogs
. - . . . Note h
: GR:;S:::LZ Guldelme-St_l-ld_}' Name {;f{frf:]ger Submitter | Status Report Namber Descriprion”
Numbier
Product Chemistry, Section E58.240
42055302 3125 PER BR 1759 (TGAD
43306001 3125 PER BR 1879 (TGAD
61-1 Chemical identity 472256302 3125 PER BR 1766 (Formulation)
42055302 3125 PER BR 1759 (TGAl)
43305001 3123 PER BR 1879 (FGAL)
42270801 3125 PER BR 1785 (TGAD}
61-2 Sialement of Composition 42256302 3125 PER BR 1766 (Formulation}
42055302 3125 PER BR 1759 (TGAL)
61-3 Forrnation of impurities 42256302 3125 PER BR 1766 (Formulation)
42055303 3125 PER BR 1760 (TGAL)
43306002 3125 PER BR 1880 (TGAT)
42270802 3125 PER BR 1786 (TGAl}
62-1 Preliminary analysis 42256302 3123 PER BR 1766 (Formulation}
. 2 I i 42055303 3123 FER BR 1760 (TGAI}
ety Lty Ly 43306002 3125 PER BR 1380 (TGAl}
62-2 Certification of limits “ e “ees ee}) 42256302 3123 PER BR 1766 (Formulation)
4720355303 3125 PER BR 1760 (TGAI)
N eve sen _ 43213001 3125 PER BR 1874 (TGAI)
M N : * 53306002 3125 PER BR 1880 (TGAl}
. e r e .| %2256302 3125 PER BR 1766 (Formulation}
. M b Submitted with application for Advantage Plus® 9
62-3 Analylical method 11556 OWN | Report No. 75130 for Cats

x:moiii/EPAdotmatrix/AdvanlagePlusDogs.doc
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UNITED STATES ENVIRONMENT AL ?ROTECTION AGENCY
: 401 M Streer, SW.
WASI—HNGTON D.C. 20460 Form
Approved OMB No, 2070- 0060 *
Paperwork Reductlun Act Natice: The public reporting burden for this collection of information is es::maled to average 0.25 hours per fesponse for fegistration activities arid .025 hours per responsc
for information, including suggestions for reducing the hurden t&: Director, OPFE Informanon Management Division {2137), U.S: Envirorimental Protection AgCncy, 401 M Street, S.W., Washmgton De o
20460, Do not send the form to the addrcss ’ }
- T 3 . "BATA MATRIX LT -
Dater April 7, 2000 - _ : o . :EFA Reg Nﬂ.!Fll_e Symbol. 11556-238(, 11556-XXX Pagé 2 of 10 -
- . _ N 1556-XKX, 11556-XXX
Bayer Corporation - Agri¢ullure Division, Animal Health - i Prnduct Adv:mlagc Plus® 16 far Dogsp~ ) ) Ingredient: Imidacloprid, CAS = 138261413
p.O. Box 330 Advantage Plus® 20 for Dogs : :
Shawnee Mission, KS 66201-0350 . . Advantage Plus® 35 for Dogs Pyriproxyfen, CAS = 9573768
: Advantage Plus@® 100 for Dogs :
) ’ - o ' 1 ) - Mote ) ]
g:;cd:iinoci Guideline Study Name . Eﬁger Submitter | Status Report Number - — Deseription
Nimber
42055304 323 PER R 1761 {TGAIl)
63-1 Chemical and Physical Properties 42256302 3125 PER B8R 1766 {Formulation)
43055304 3125 PER | BR 1761 {TGAD
632 Appearance 42256302 M2s PER AR 1766 {Formulation)
42055304 3135 PER AR 1761 (TGAT)
63-3 Physical state 42256302 3125 PER AR 1766 (Formulalion)
43035304 3125 PER R 1761 (TGAD
63-4 Odor 42256302 3135 PER BR. 1766 (Formulation)
63-5 Melting point 42055304 3125 PER AR 1761 {TGAl)
63-6 Hoiling point 42035304 31325 PER AR 1761(TGAD
42055304 3125 PER AR 1761 (TGAI
63-7 Density 43356302 3125 PER AR 1761 (Formulation)
63-8 Solubility 42055304 3123 PER BR 1761 (TGAIlY
63-9 Vapor pressure 42055304 3125 PER BR 1761 {TGAI)
63-10 Dissociation censtant HE T oeepe N.A . - Does not dissociate
63-11 Octanol / water partition 2t Wt Lt 42055304 3135 PER 3R 1761 {TGAI)
Y e Taee cape 42035304 3125 PER | BR 1761 (TGAD
63-12 pH 42356307 3125 PER BR 1768 {Formulation)
63-13 Stabilizy . . s san N 42055304 3125 PER BR 1761 {TGAID)
63-14 Oxidizing / reducinggacforl o P e 3125 PER N.A. - Na oxidative or reductive characteristics
63-15 Flammability e e s o s s we o 055304 3133 PER | BR 761 (TGAD)
£3-16 Explodability " " 43055304 3125 PER BR 1761 (TGAZ)

x:moiijfEPA dotmatrix/AdvantagePlus Dogs.doc
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UNITED STATES ENVIRONMENT AL PROTECTION AGENCY Co : S
4| M Street, S.W. .
WASHINGTON B.C. 20460 Form
: Approved OMB No. 2676-0060
" Papcrwotk Reduction Act Notice: The public reporting burden for this collection S formation s exmAcd 1o average 0.25 hours per response for registration activities and 025 hours per response
for information, including suggestions for reducing the burden to: Director, OPPE Information Managemem Division (2137), U.S. Environinéntal Protection Agency, 4¢1-M Street, 5.W., Washington, v ol
20460. . Do not seng the form to the address. .
_ DATA MATRIX ez _ g
Daté: Apnl 7, 2000 : " 7| EPA Reg NodFile Symbol: 11556- 3858 1 1556-XX Pagc 3of 10
: _ C11356-XXX, I1556-XXX -
Bayer Corporation - Agriculture Division, Animal Health : : Product: Advantage Plus® 16 for Dogs 1 " | Ingredient: Imidacloprid, CAS = |38261-41-3
P.C. Bex 390 i Advantage Plus® 20 for Dogs .
Shawnee Mission, KS 66201-0390 Advantage Plus® 53 for Dogs Pyriproxyfen, CAS = 95737-68-1
) : Advantage Plus® 100 for Dogs
) ) Note
Guideline " Guideline Stody Name - : : MRID Submitter { Status T T
Reference . - A 1 Number Report Member Description
Number
42055304 3125 PER | BR 1751 (TGAL)
63-17 Storage stability 42256302 3125 PER BR 1766 {Formulation}
&3-18 Viscosity 3125 PER N.A. - Solid
63-19 Miscibility 3125 PER N.A. - Solid
42055304 3125 PER BR 1761 (TGAL
63-2¢ Corrosion characteristics 42256302 31258 PER BR 1766 (Formulation}
63-21 Dieleetric breakdown valt N.A . Solid
B 64-1 Submittal of samples Samples availablc upon request
Peoduct Chemistry: |dentity, Composition, Submitted with application for AGvaniage Plus® 9
830-Group A Analysis 11556 OWN | Report Ne. 75133 for Cats
Report No. 75132 Submificd with application for Advantage Plus® §
§30-Group B Proguet Chemisiry: Physical/Chemical Properties 11556 OWN for Cats
Wildlife and Aquatic Organisms, Section 158.490
-1 Acute avian oral - quaildduck . aals N.A.
[ 7I-2() Avian dietary - quail I : NA,
71-2(0) Avian dietary - duck R 1 N.A.
713 Wild mammal toxicity ek NA.
71-4{a) Avian reproduction - guail NA.
71-4(b) Avian reproductiongdpely * . %% *%* it NA.
71-5 Simulated or actnalafigd sudy o« o0 o s | e NA.
T2-1{a) Fish toxicity - bluegik . e e . N.A
72-1(b) Fish toxicity blucgill - tcp N.A.

x:muiii/EPAdotmatrix/AdvanageliusDogs.doc
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- ) T UNITED STATES ENVIROMMENTAL PROTECTION AGENCY
: . . -401 M Street, S.W,
WASHINGTON, D.C." 20460 Form
_ Approved OMB No. 2070- 0060
Paperwork Reduction Act Notice: The public reporting burden for this collection of tnformation is estimated to average: 0 25 hours per reSpunse for registration activities and .02 5 hours per response
for infornation, inzluding suggestions for reducing the burden to: Director, OPPE Information Managcment Diivision (2137), U.S. Enwronmcnmi Prolection Agency, 401 M Street, S w Washmgton DCo
20460 Do not scnd-the form 16 the address, _ B
' DATA MATRIX K .—" oE
Dateé: April 7, 2000 - EPA Reg No/File Symbol: 1 1556-&‘1 1556. XXX Page 4 of 10
. 11556-XXX, 11556-XXX - :
Bayer Corparation - Agriculture D:ws:on, Animal Health ~ Product: Advzmtage Plus® 10 for Dogs & Ingredient: Imidacloprid, CAS = 138261-41-3
P.0. Box 390 Advantage Plus® 20 for Dogs ' o
Shawnee Mission, KS 66201-0390 Advantage Plus® 55 for Dogs Pyriproxyfen, CAS = 95737-68-1
. Advaniage Plus® 100 for Bogs :
. [ : o : Note
Guideline - Guideline Study Name MRID Submitter | Status T e
Refercnce : Number Report Number Description
Number :
74-2ia} [nvertebrate toxicity - Daghnia M.AL
72-2(k) Invenebrate toxicity - Amphipods N.A.
72-2c) Acute aguatic inventebrate toxicity - Chironomids N.A.
72-3(8) Estuarine / marine toxicity - fish N.A.
72-3(h) Estuarine / marine toxicity - mollusk N.A.
12-3(c) Estuarine/fmanne toxicity - shrimp NA
72-4{a) Early life stage - fish N.A.
72-4(b) Lifc cycle invertebratc N.A.
72-7 Simulated or actuzl field study N.A.
None Foliar half-life and distribution for potatoes N.A.
Runoff and Erosion predictions for
Nonc apple/potatofcotion N.A.
None Risk agstssment for apple/potatofcotton N.A,
Nonc PLLMO Modeling - sugarbeet/Germany N.A,
Toxicology, Scction 158.340 . e eana
Tee! et * 42035331 3125 PER | ReporiNe. 100040 (TGAL)
T e Y TRY 42256313 3125 FER Report No. 100010 (2 Fy
e e ST 3428201 3125 PER Report No. 10638C (1.6 B)
43679601 1156 OWN | Report No. 74385 (Adv)
. . “se ssw » Submitied with application for Advantage Plos® 9
81-1 Acute oral toxicity Bt § 3 3 o tee 11556 OWN | Report No. 75195 (Adv Plus) for Cats
T et s e 2e ee T3
L ] L ] L ] - »

x:moii/EPAdotmatrix/ Advantage PlusDogs. doc
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i ’ UNI'I‘ED STATES ENVIRONMENTAL PROTECTION AGENCY B
401 M Street, 5.W.
WASHINGTON, D.C. 20460 Form
Approved OMB No. 24~ 0063
Papemfork Rcducuon Act Noucc The public reponting burden for tRis collection of mformatlon is estimated 10 2verage 0.25 hours per response for registration activities and 025 hours per responie,
for information, mcludl ng suggestions for reducing the burden-1o: Direclor, OPPE information M:magcrnem Division (2137}, U.S. Environmenta; Protection Agency, 4{}I M Streel, 5.W;, Washmgton, C
20460. Do not send the fom‘i to the addrt:ss ’ ) )
. : . DATA MATRIX : PET
Date: April 7, 2000 ' . o EPA Reg NoJFile Symbol:  11556-28%; [1556- XXX Page 5 of 10
: ' LI556-XXX, 1 1556-XXX -
Bayer Corporation - Agriculture Division, Anima} Health : Produgi:’ Advanlagc Plus® 10 for Dogsi” Tngredient: linidacloprig, CAS = 138261-41-3
.0, Box 350 : Advantage Plus® 20 for Dogs '
Shawnee Mission, K§ 66201-0350 Advantage Plus® 55 for Dogs : i Pyriproxyfen, CAS = 85737-68-1
: Advantage Plus® 100 for Dogs : ’
i Note
Guideline Guideline Study Name MRID Submitter | Status R —— * —
Relerence Number Report Number Deseription
Number .
42055332 3125 PER | Report No. } 00041 (TGAT)
42256315 325 PER Report No, 100002 {2 F)
43428201 3125 PER Repon Mo, 106380 (1.6 F
4379602 1556 OWHR Reporl No. 74584 (Ady)
Submitted with application for Advantage Plus® Y
812 Acute dermal toxicity, ralrabbit 11556 OWN | Report No. 75196 for Cats
42055333 3128 PER Report No. 99806 {TGAI)
42286101 3i25 PER Repon No. 99806-1 (TGAI)
42256317 3125 PER Repont No. 100012 {2 F)
43428201 3125 PER Report Mo, 106380 (3.6 F)
AI6T0603 1556 OWN | Repon No. 14589 (Adv)
Submitted with application for Advantage Plus® 9
81-3 Acute inhatation toxicity, rat 11556 OWN | RepontNo. 75197 {Adv Plus) for Cats
[T 42055334 3125 PER | Repor No. 99479 {TGAl)
5”5 _.: e anseg 3125 PER | Report No, 99815 (2 F}
$ 24 s e 43028200 3125 PER Repert No. 106380 (1.6 F)
e e seFe 3008201 3125 PER | Report No. 106380 (1.6 F)
43679604 11556 OWN Repon No, 14588 {AdV)
Primary eye Imlatlong rabbig ess wes . Submitted with application for Advaniage Plus® 9
514 R R . . 11556 OWN | Reporl No. 75199 (Adv Plus) for Cats
- - - - L] L ] - - . &
L L I T ) . & a8 L ]
- L] - L3 ]
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UNITED STATES L‘NVIRONMENTAL. PROTECTION AGENCY h S C ' T
401 M Street, S.W. : : .
© WASHINGTON, D.C. 20460 Form
: : Approved OMB No. 20?0-{}060 )
Paperwork Reduction Act Notice: The public reporting burden for thls ‘collection of mformat:on is estimated to average 0.25 hours per response for registration activities and 025 hours pef responsc .
for informatinn, including Suggestions for reducing the burden to: Dm’:c]or OPPE Information Manageraent Division (2137), U. S, Envlronmemal Protection Agency, 401 M Street, 8.W, Wash:ngwn, De
20460. Do not send the form to the dddress.
. . "DATA MA’I-RIX fid— . - _ .
" Pate: April'?, 2000 ) ) C i EPA Reg No./File Symbol: “11556-53K; 1155 6-XXX - | Page6ofl0 -
- 11556-XXX, 11556-XXX _
Baycr Comoration - Agricultire Division, Animal Health ' mduct. Advantage Plus® 10 for @il = . Ingredient: midacloprid, CAS = 13826141-3
P.0. Box 390 . ] Advantage Plus®.20 for Dogs .
. Shawnee Mission, KS 66201-0390 : Advantage Plus® 55 for Dogs - Pyriproxyfen, CAS =95737-68-1 .
- _ _ Advantage Plus® 100 for Dogs v
e B D T
([E::;:::::::ee Guideline Study Name . - ?\?lﬂlger S"bmmc’_‘ Status [ Report Humber : Description
Number :
42055335 3125 PER | Repor No. 99804 (TGAI}
42256321 3125 PER | Rcport No, 99816 (2 F)
43428201 3125 PER Report No. 106380 (1.6 F)
§IBTIE0S 115% OWN | Rtport No. 74585 (Adv)
Subraiticd with application for Advantage PlGs® 9
81-5 Primary dermal irritation - rabbit 11356 OWN | Report No. 75200 {(Adv Plus} for Cats
42055336 3125 PER | Report No. 99800 (TGAIT}
43356323 3125 PER | Report No. 100003 {2 F)
43428201 3123 PER | Report No. 106380 (1.6 F)
43679606 1556 OWN Report No. 743587 (Adv)
Subraitied with appleation 1or Adventage PIGSE o
816 Deemal sensitization - guinca pig 11556 OWN | Report No. 75201 (Adv Plus} for Cats
43170301 3125 PER Report No. 106348
81-8(88) Acute ncurotoxicity 43285801 3125 PER Repart No, 1063438-1
82-1(a) 90-day feeding - rodent ¢ s s e 42256327 3125 PER | Report No. 100036
32-1(b) 9-day feeding - non-rodent § e v e epe 42256328 3125 PER | ReportMo. 100176
82-2 21-day dermal - rabbit/rat bl ses senxe 43356329 3125 PER Report No. 100688
82-5(b} 90 day neurotoxicity - mammal 43286401 3125 PER Report No. 106356
» . ek swe « 42256331 3125 PER Report No, 100652
E E : : . ..' : ;-32256332 3135 PER | Repori No. 101931
R L 42256333 3125 PER | Repori No. 102658
83-1(a) Chronie feeding toxicity - rodent 42256334 3125 PER Report No, 99672
83-1(b) Chronic fecding toxicity - non-rodent 42273002 3125 PER Report No. 100015

x:moiij/EPAdotmatrix/AdvamagePlusDogs.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY ~
. 401M Street, S.W. |
WASHINGTON, D.C. 20460 Form

Appr{wed OMB No. 2070-0060

Paperwork Reducuon Act Notice: The public reporting burden for-this colléction of informalion is esumatcd to average 0.25 hours per response for registration activitics'and .02 5 hours per response
for information, including suggestions for reducing the burden 157 Direetor, OPPE Informiativn Management Division (2137), LS. Envirenmental Protection Agency, 401 M Street; SW., Washmgton, DC
20460. Do not send the fon'n to Ihc address. :

e - DATA MATRIX TETL . BN
Date: Apal 7,3000 = T : T EPA Reg NoJ/Pile Symhol: 119 56-228%, 11356-XKXX “Page 7of10 . T
: : ' : 11556-XXX, 11556-XXX : _
Bayer Corporation - Agriculture Division, Animat Health ) Product: Advantage Plus® 10 for Dogst" I Engredient: Imidacloprid, CAS = 138261-4]-3
P.O. Box 390 . Advantage Plus® 20 for Dogs o
Shawnee Mission, KS 66201-03%0 : Advantage Plus® 55 for Dogs Pyriproxyfen, CAS = 95737-68-1
: : Advantage Plus® 100 for Dogs
— . I - ' . . Note o
g:;;l:::‘n; Guideline Stedy Name . . . ;[l:{';‘.;t . Submitter | Status Report Nomber _ “Description
Number : :
42256331 3125 PER Report No, 100652
42256332 3125 PER Report No. 101931
42256333 3125 PER Report No, 102658
83-2(2) Oncogenicity - rat 42256334 3135 PER | ReportNo. 99672
42256335 3125 PER Report No. 100693
42256336 3125 PER Report No. 101929
83.2(b) Oncogenicily - mouse 42256337 3123 PER Report No. 99808
83-3(2) Developmental toxicity - rat 42256338 3125 PER Repost No. 98571
83-3(b) Developmental toxicity - rabbit 42256339 325 PER Report No. 98572
23-4 Two gencration reproduetion - rat 42256340 3125 PER Report No. 100647
42256341 3125 PER Report No. 101276
42256342 3125 PER Report No. 98584
84-2(a) Gene mutation (ames tcst) 42256343 3125 PER Report No. 98570
42256344 3125 PER Report No. 100021
s 2 e sedes 42256345 3zs PER Report No. 99262
govs ot LIt 42256346 3125 PER Report No. 99257
et tuel Lodl 42256347 3133 PER | Report No, 102652
Structural chromosomal abecration 42256348 325 PER. Report No, 102654
84-2{b) R N T - 42256349 3125 PER Repon No. 102655
trre Lol * 42256350 3125 PER Report No. 99676
s e v s 2 e[ 922563 3125 PER | Repori No. 101275
* . . * %2256352 3128 PER Report No. 98573
84-4 Other genotoxic effects 42256353 3125 PER Report No, 102653

x:moiijEPAdoimatrix/AdvantagePlusDogs.doc
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UNITED STATES ENVIRONMENTAL PROTEC ]“lON AGENCY
401 M Sireet, 5.W.
WASHINGTON, D.C. 20460 Form
Approved OMB No. 20?0 0060

Paperwork Reduction Act Netice: The public reporting burden for this collecnon of informationis estimated to averagc 0.25 houts per response for registration activities ang .025 hours per response

20460, Do not send the form to the address

for information, including suggestions for reducing the.burden to: Director, OPPE Information Management Division (2137), U. S. Environmental Protection’ Agency, 401 M Street,. S W Washmgton DC

- DATA MATRIX _ (PEJ.- e . ==
Date: 'April 7.2000- EPA Rcg NoJ/File Symbol: [1556:236%, 11556-XXX Pdge & of 10
11556-XXX, 11556-XXX. o . L
Bayer Corporation - Agriculture Division, Animal Health Product: Advantage Plus® 10 for Dogst~" Ingredient: Imidaclopnd, CAS =138251-41-3
P.O. Box 360 : Advantage Plus® 26 for Dogs '
Shawnee Mission, KS 66201-0390 Advantage Flus® 55 for Dogs P.yriproxyﬁ:h, CAS =95737-68:1
: Advamage Plus® 100 for Dogs ™ i :
: I B . Note _
g:il'g:ilnr::: Guideline Study Name _- ) gﬁgﬂ Submitter | Status “Report Number [ Deseription
Number .
42256354 3125 PER Report No. 161999
42256355 3123 PER Report No. 87264
42256356 3125 PER Report No. §7265
83-1 General metabolism 42256357 3125 PER Report No, 102617
43679607 11336 OWN Report No. /74580 (Adv) Dogs
43679608 11556 OWN Report No. 74590 (Ady) Dogs
870.7200 44059801 11356 OWN | Report No. 74730 (Adv} Puppies
11556 OWN Report No. 75121 {Adv Plus) Dogs, Submitied with this application
(R6-1} tyomestic Animal Safety 11556 OWN Repott No. 75119 {Adv Plus} Puppies, Submitted with this application
43679503 11556 OWN Report No. 14371 (Ady) Cats
43679504 11556 OWN Keport No., 74581 (Adw) Cats
43579609 11356 OWN Heport No. 74372 (Adv) Dogs
43679610 11356 OWN Report No, 74541 (Adv) Pogs
44256901 11556 OWN Report Mo, 19560 (AdY) Speed of flca kil
44256902 1356 OWN | Rcport No. 47828 (Adv) Larvicidal cfficacy
s : R 44256903 11556 OWN Report No. 74792 (Adv} Effceis of shampooing
-t ] 1021 PER Report No. OTD18-94 Pynproxyfen efficacy
Y e’ “ees sahe 1621 PER Report No. OT016-93 Pyriproxyicn erticacy
1021 PER Keport No. OT006-96 Pyriproxyfen cificacy
95-9 Efficacy 1021 PER Repnrt Na. (41023-93 Pyriproxyfen ctiicacy
IMant Protection, Scction e s s e bl :
158.540 : : : : » l. : - :.:
122-2 Aguatic plant growzft | * *_* - . N.A.
123-2 Aguatic plant growth N.A.

x:moill/EPAdotmatrix/AdvantagePiusDogs. doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Strect, S.W,
WASHINGTON, D.C. 20460 Form

Approaved OMB No. 20?0~0060

Paperwork Reduction Act Notice:. The public 1epomng hurden for this collection of information is estimated to-average 0.23 hours per response for registration activities and 025 hours pef response
- for information, including suggeslions for reducing the: burdcn to: Director, OPPE lnfonnatmn Managemcnl Division (2137), U.S, Environmentaf Protection Agency, 401 M Street, S.W., WﬂShmEtDn De
20460, Do not send the form to the-address, : .

11556-XXX, 11556-XXX

| DATAMATRIX s | "
Date: April 7,2000 EPA Reg No./File Symbol: 115_56'-@, 11556-XXX Page 9.0f 10

Bayer Corporation - Agricullure Division, Animal Hca]th

P.O. Box 390
Shawnce Mission, K§ 66201-0390

Product:  Advantage Plus® 1€ for Dogse—
Advantage Plus® 20 for Dogs
Advantage Plus® 55 for Dogs
Advantage Plus® 100 for Dogs

Ingredient: Imidacloprid, CAS = 138261-41-3

Pyriproxyfen, CAS = 95737-68-1

Guideline Guideline Study Name MRID Submilter | Status ::::Zrt ﬁumber bcscriptinn
Reference Number
Number
Non-Target Insects,
Section 158.590
141-3 Heney bee acute contact NA.
141-2 Honey bee residuc on foliage N.A.
Reentry Proteclion,
Section 158,390
230-236 Mixer/loader/applicater exposure ] NA,
Environmental Fate,
Section 158.290
161.1 Hydrolysis N.A.
161-2 Photodegradation - watcr N.A.
161-3 Photodcgradation - seil MN.A.
162-1 Acrobic sntl mctabolism N.A,
162-2 Anercbic 501l metabolism NA.
162-3 Anacrobic aquatiec metabolism s ik i MNA.
163-1 Leaching 7 adsorption/desorplion s 8 — Sas | N.A.
{64-1 Termestrial tield dissipation™« " w e ]w NA.
165-1 Confined rotationsl crop M.A,
165-2 Ficld rotational crop NA.
166-1 Uround water - smaﬁ_prgspcﬁivc e . e : MN.A.
Nons Enyironmental fate gmﬂ:na:y - bR i N.A.
| I L2 ] LX ] »
l L] - L] L ]

x:moiiEPAdotmatrix/AdvaniagePlusDogs.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W.
WASHINGTON, D. C. 20460 Form

Approved-OMB No. 2070-0060

2(}46{] Dao-not scnd the fonn 5] the address

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is cstimated 1o average 0 25 hours per response for registration activities and .025-hours per response
for .informatios, including suggeslions for reducing the burdento: Dlrcctor QPPE Infom-:anon Management Division {2137), U.S. Enwronmcma] Proteclion Agcncy, 401 M Slreet, S.W., Washmgmn DC

DATA MATRL_X :

?EL

Pate; April 7, 2000.

T 11556-%3%; 11556-XXX

EPA Reg NoJ/File Symbol:
) 11556-XXX, 11556-XXX

“Page1Gof 10

Bayer Corporation - Agriculture Division, Animal Health
P.C. Box 390
Shawnce Mission, K5. 65201-0390

Product: Ad\':mtage Plus® 16 for Dogs t"
Advantage Plus® 20 for Dogs
Aidvantage Plus® 55 for Dops -
Advanlage Plus® 100 for Dogs

Ingredient: Imidaclopnid, CAS = |38261-41-3

Pyriproxyfen, CAS = 95737-68-1

) . i : - Note' .
g:;g::;:::: Guideline S_I_ud}: Name }h\?fnl][;er - Submitter Status Re'. oor Namber Description
Numher -
Residue, Scction 158,240
171-4(a} Nature of residué + planis NA.
T71-4(b) WNatuze of residue - livestoek and pouliry N.A.
17134{c) Residue analytical method - plants NA.
171:4{d) Hesidue analytical method - animal N.A.
171-4{e) Storage stabilily NA.
t71.4(3) Magnitude of residues « meat/milk/poultryicgg N.A.
1714() Magnitude of residue - crop field trials N.A.
171-4{1) Magnitde of residue - processed foodffeed N.A.
171-4{m) Method validation/ mulfiresidue method N.A.
None Benefits Reporis
Nonc Dietary Analysis N.A.

s 7 Gonsy W Mo

F. Terry McNamara
Manager, Preclinical Development

April 7, 2000

l"l ...
- ...

x:moii/EP Adotmatrix/A dvantagePlusDogs.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY -
401 M Street, 5.W. :
WASHINGTON, D.C. 20460 Form
Approved OMB Neo. 2070-0060

Paperwork Reducticn Act Noncc The pub] ic reparting burden fou this collcetion of information-is estimated to average 0 25 hours per response for registration aelivities and .025 hours per response
for information, including suggestions for fedueing the burden to: Director, OPPE lnfmmanon Mﬂ.nagemenl Division {2137), U.S. Environmental Protection Agency, 401 M Street, $.W., Washington, DC
20460, Do rot scnd the form to the address :

. . _ ‘DATA MA'I‘RIX %‘1 o Co T

Date:. Ablil '7, 2000 N . S EPA Reg NGJF i]e Symbol: 11556+ 11856-XXX . . Page l of 10

) . ' : 1155600 11556-X00X - .
Baycr Comoranon Agncultu:enmsmn, Animal Heahh e "Pmduet. Advantﬂgc Plus® 10 for Dogst/ ' T logrcdum— lmldaclopnd CASB 138261-41-3
P.0. Box 390 . - : Advantage Plus® 20 for Dogs S
Sha}Vﬂﬁg_"_MISF_._lon;:bS 66201-0390 o : - Advantage Plus® 55 for Dogs _ B - Pynproxyfen, CAS = 95?3?-68 1

E L ' ) ' © Advantage Pius® 100 for Dogs _ _
uidellne ‘| Guldeline Study Name . MRID * . { Submitter | Status ™ P FRAr aaa— N H—

Refercoee . ' ' Number SN oy Report Numbelr - : 1, Deseription .~ ° © -0
Number : : - ] L . .

Submitted with application for Advantage Plus® %
for Cats

x:moij/EPAdotmatrix/Advantage PlusDogsPUBLI C.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Strect, 5. W,
WASHINGTON, D.C. 20460 Form
~Approved OMB No, 2070-0060.
Paperwork Rcducuon Act Notice: The public reperting burden fcr this collection ol‘ ml‘nrmatwn is csumatcd to average .25 hours per response for segistration aclivitics and .025 hours per response”

for information, including suggcstions for reducing the burden to: Dm:ctcr OPPE Information Management Division (2137), .S, Environmental Protection Agcncy, 40F M Street, S.W., Washington, DC
20460. Do not send the form to the addrcss )

. T . DATAMATRIX TEZ . T I
Datc: April 7, 2000 o . _ - - EPA Re'gNdJF‘ileSimbo]:‘j 11556- X388, 1]556 XK “| Page2ofro - - T -
' M 11556 XX, 11556-XKX, 5 R
Rayer Corporatlcn Agnc:ultu:c Division, Ammal Hezlth =~ - L Pwduct. Advantage Plus® 10 l‘nrDogsx/ i * | inpredient: Imidacloprid; CAS ='138261-41-3
P.0. Box 390 T | - Advantage Plus® 20 for Dogs S : _ o C i
- Shawnee Mission, KS 66201-0390 : T o . : Advantage Plus® 55 for Dogs -ws . Pyriproxylen; CAS £95737.68-1
: o ’ - ) ’ 1 'AdvantachIus@lOOforDog,s i ST e s
. L Co ,. o ) . ’ . . : 'ND!‘E ’ - . _..

Nuriber. | . ) - .

3125 PER

3125 PER

3125 PER

3125 PER

3125 PER

3125 PER

3125 PER

3125 PER

3125 PER

3125 PER

3125 PER

3125 PER

3125 PER

3125 PER

N.A . - Does not dissociate

3125 PER

3125 PER

3125 PER

3125 PER

3125 PER N.A. - No oxidative or reductive characteristics

3125 PER

3125 PER

xmoiijfEPAdotmatrix/AdventagePlusDogsPUBLIC. doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W.
WASHINGTON, D.C. 2046( Form

Approved OMB No. 2070-0060

20450 Do not send the form o the address,

Paperwork Reduction Act Motize: The pubiic reperting burden for this collection of information is estimaled to average .25 hours per response for registration activities and .025 hours per respunse
for information, including suggestions for reducing the burden to: Dircetor. OPPE Information Management Division (2137), (1.8, Environmental Protection Agency, 40F M Street, 5.W., Washington, DC

DATA MATRIX . fFZ'

Dute: Aprit 7, 2000

EPA Reg NoJ/File Symbel:

11556~ | 1556-XXX
11356-XXX, TE3356.XXX

Page 3 of 10

romsliipEi A dotmatn s Ad rantagePlusDogs PLBLIC ot

Bayer Corporatinn - Agriculture Divisian, Animal Health Produet; Advaniage 'lus® [0 for Dogs — Ingredient: Imiducloprid, CAS = 138261413
P.O. Box 390 Advaniage Plos® 20 fir Dogs
Shawnee Mission, RS 66201-036( Advantage Plus® 55 for Dogs Pyriproxyfen, CAS = 95737-65-1
Advantage Plus® 100 for Dogs
Note

Guideline Guidelinc S$tudy Name MRID Submilter | Status - e
Reference Number Report Number Deseriptivm
Number

N.A. - Solid

NA. ~Selad

NA - Solid

Supmiiied »ith applicaban tor Advimage Plisk ¥
for Cats

Submnied with applicatior [&r AN wstegs PIs K 9
for Cats

NA

N.A,

NA.

N oA

N.A.

N

N.A.

MA.

NoA

NA.
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, 5. W.
WASHINGTON, D.C. 20460 Form
Apnroved OMB No. 2070-0060

Paperwork Reduetion Aet Notice: The public reporting Burden for this colleetion of infommation is estimated to average 0.25 houss per respanse for registration activities and .025 hours per respanse
for information, including suggestions for reducisg the burden to: Birector, OPPE Information Management Division (2137}, U.S. Envirenmental Proteetion Agency, 401 M Street, S.W., Washington, DC
20460. Do not scnd the form to the address.

DATA MATRIX =
Date: April 7, 2000 EPA Reg No/Flle Symbol: 11556~ 11556-XXX Page 4 of 10
11556-XXX, 11556-XXX
Bayer Corporation - Agriculture Division, Animal Health Produet: Advantage Plus® 10 for Dogs =" Ingredicnt: Imidacloprid, CAS = 138261-41.3
PO, Bex 39“8 ‘ Advantage Plus® 20 for Dogs
Shawnee Mission, K8 66201-0390 Advantage Plus® 55 for Dogs Pyriproxyfen, CAS = 95737-68-1
Advanlage Plus® 100 for Dogs
Nate
Guideline Guidelioe Stady Name MRID Submitter | Status 0 —
Reference Number Report Number Description
Number

N.A.
NA.
N.A.
N.A
NoA
WA
A
N.A.
N.A.

N.A.
N.A.
N.A.

Svbinwed with apphication? Tirr Advantage Plus® 7
for Cats

x moif/EP Adommatrix/ AdvantagePlusDogs PURLIC.doc

146




UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W.
WASHINGTON, D.C. 20460 }-orm
Approved OMB No. 2070-0060

Paperwork Reduction Act Noncc The public reporting burden for this colicetion of information is estimated to average 0.25 hours per response forregistration aelivities and .025 hours per response
* for information, including suggestions for reducing the burden to: D:reclor OPPE Information Management Division (2137), U.S. Environgi¢hlal Protection Agency, 401 M Street, 5. W Washingten, DC
2{}460 Do not send the form to.the addrcss

. . DATA MATRDC _ - . o _

Date: April 7, 2000 . . S ' FPA RegNo.fFlleﬁymbol 11556- 358, 11556 XXX - | Pagesof1o 7
: - : . : ) IISSGXXX,IISSG XXX B L e T T
‘Bayel Corporatmn Apricultury Dlvlslon, Animal Health . 1 Produet. Advamage Plus® 10 for Dogs + -+ | Ingredient: lmidacloprid, CAS =138261°41-3
P.O. Box 390 o : . Advanitage Plus® 20 for Dogs : ' R
Shawnee Mission, K3 ,6620.! 0390 C : e .| - .. Advantage Plus® 55 for Dogs : * Pyriproxyfen, CAS =95737-68-1.

- - - : - ;..Advantage P]us@l{m for Doge” . ; : - R .
,Guldclmc : Guideline Study Name - .. MRID .. Submiﬂer- Sutus p - PPy S
‘Reference o ' o Number - S ___chort Number . - [ Deseription
Number . - : ) -

B Submitted with application for Advaniage Plus® 9
for Cats

Submitted with applicalion for Advantage Plusid G
for Cas

Submizted With application for Advantage FlUs® 9
for Cats

x:moil/EPAdoimatrix/AdvantagePlusDogsPUBLIC.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
40] M Street, 5.W.
WASHINGTON, D.C. 20460 Form

Approved OM3B No, 2070-0060

20460 Do not send the formn to the address.

Paperwork Hediction Act Nolice: The publie reporting burden for this coliection of information 7s estimated fo average 0.25 hours E-n rresponse for registration activities and .025 hours per response

for information, including suggestions for reducing the burden to: Duector, OPPE Information Management Division (213?}, 11.5. Environmental Protection Agcncy, 461 M Slmct, 3.W., Wasliingtan, DC

DATA MATRIX

Date: Apﬂl ? 200'0 "._ Sl

“EPK Reg NoJFle Symbel: - 1155&( T1556-XXX
' 11556-XXX, nssam

Pagc 6 of 16

- Bayer Corporatmn Agncu]tunc Dlwswn Amrna! Hr:alth
- P.O.Box 390

Shawnee Mlsswn KS 66201-0390 i

Pmduct. Adva.ntagc Plus® 10 fof Dogs L
Advantage Plus® 20 for Pogs
Advantage Plus® 35 for Dogs

Advantage Plus®-100 fir Dogs

Ingredlent lrnldadopnd CAS = 138261-41-3

Pyriproxyfen; CAS-# 953{} ?-68-‘1,

Guidellie | Guideling Study Name.
Soidlie oo 'y Nam
Number . . Coe

MRID | Submitter | Statas
‘Number - :

7| Note

; chort Number

'bcscripiigq'_' B i - —

x:moiljfEPAdotmatrix/ AdvantagePlusDogsPUBLIC doc

3125 PER
3125 PER
3125 PER
11556 OWN

11556 OWN

3125 PER
3125 PER
3128 PER

1E336 OWN

11556 OWN

3125 PER
3125 PER
3125 PER
3125 PER
3125 PER
3125 PER
3125 PER
3125 PER
3125 PER
3125 PER
3125 PER

Submitted with application for AGvantage Plus® 9
for Cats

Submitted with application for Advantage Flus@ 9
for Cats
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Stresl, S.W.
WASHINGTON. D.C. 20460 Form
Appraved OMB No. 2070-0060

Paperwotk Reduetion Aet Noliee: The public reporting burden fur this colleclion of information is eslimated to avetage 0.25 hours per response for registration activities and 025 hours per response
for information, including suggestions for reducing e burden to: Director, OPPE Information Management Divisien (2137), 1.5, Envirenmental Proteetion Agency, 401 M Street. $.W., Washington, DC
20440, Do not send the funn to the address.

DATA MATRIX AT
Date: April 7. 2000 1 EPA Reg No./File Symbol: 11556-X89%: 11556-XXX Page 7 of 10
11356-XXX, 11556-XXX
Bayer Corporation - Agtienlture Division. Animal Health Produel: Advaniage Plus® 16 for Dogs o Ingredient: Imidaeloprid. CAS = 138261.41-3
F.CY. Box 390 Advantage Plus® 20 for Dogs
Shawnee Mission, KS 66201-0390 Advantage Plus® 55 for Dogs Pyriproxyfen, CAS = 95717-68-1
Advantage Plos® 106 for Dogs
. . . . " - NOiE
g:flf:elslnr;: Guideline Study Name .’\‘131;2“ Submitter | Status Report Number Deseription
Numher
3125 PER
3125 PER
3125 PER
3128 PER
3125 PER
3125 PER
3125 PER
3125 PER
1125 PER
3125 PER
3125 PER
3zs FER
3125 PER
Mzs PER
3125 PER
3125 PER
3125 PER
ns PER
3128 PER
3123 PER
3125 PER
3123 PER
3125 PER
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UNITED STATES ENVIRONMENTAL PROTECTHON AGENCY
401 M Street, 5.W.
WASHINGTON. D.C. 20460 Form
Approved OMB No. 2070-0060

Paperwork Reduciion Act Novice: The public reparting burden for this collecrion of information is estimased to aversge 0.25 hours per response for registration activitics and 025 hours per responsg
for information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmenta Protection Agency, 401 M Street, S,W., Washington, DC
20460. Do not send the form to the address.

DATA MATRIX ey
Date: Aprl 7, 2000 EPA Reg NoJdFite Symbol: 11356-5R: 11556-XXX Page 8 of 10
11556-XXX, 11556-XXX
Baycr Corpotation - Agriculure Division, Animal Health Preduct: Advamage Plus® 10 for Dogs—" Ingredient: Imidacloprid. CAS = | 38261-41-3
P.O. Box 390 Advamage Plus® 20 for Dogs
Shawnce Mission, XS 66201-0390 Advantage Plus® 55 for Dogs Pyriptoxyfen, CAS # 95737.68-1
Advantage Plus® 100 for Dogs
Note
Guideline Guideline Study Name MRID Sebmitter | Swtus : T
Refercoce Number Repart Number Description
Nemher

3125

3125

3125

3125

T T Thoms

IS L e

[EETD S ) Vuppies

135, s : ’ Lrogs Suinnnted wih shas spplicsimon

P 1334 P PFuppies, Sutnntad wih s appheansy

5% R . -

11586 L i : L Dags

1556 . _ o Tnes

Fi536 A Sped o e Kt

T R . Larvicida ctheany

11555 _— R Loy wshampoeing

121 oo D ’ Pymipiruny ion eiticacy

1921 R - Tyviprey e cificie

[TAY] ‘ ) Yyniprosy tvn eltieacy
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" UNITED srmss ENVIRONMENTAL PROTECT[ON AGENCY

40] M Street, 5, W,

WASHINGTON, D.C. 20450 Form

Approved OMB No. 2076-0060

20460. Do not send the form to the address.

Peperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated’ m'avcragc 0.25 hours per tesponse for registration activities aind .035 hours per response -
for information, inclyding suggestions for reducing the burden to: Director, OPPE Tnformallon Managemen{ Division (2t3‘)‘} us. Em'lmnmema.l Protection Agency, 601 M Street, S.W., Washmgmn DC

"DATA MATRIX _

REL.

Date: Apn'[ 7, 2000

EPA. Reg No./F] i]e‘-S}_‘mhl:ll_:

1155658567, 11556-XXX
11556-XXX, 11556-XXX

Page 901‘10 ) . h

Bayer Corpomhon Agrlcullurc Division, Animal Heaith : Product: Adva.nlage P]us@ 10 for Dogs . lngredlent Imldaclopnd CAS = 138261-41«3 -
P.O. Box 390 Advantage Plus® 20 for Dogs
| Shawnee Mission, KS 662610390 Advantage Plus® §5 for Dogs - Pynproxyf*’-n'. CAS =95_?3?-68:1'- a
o - _ Advantage Plus® 100 for Dogs s . '
. T, ] _ . ] o | Note
Guideline - | Guideline Stidy Name ‘MRID - . Submitter { Status P Bl -
Refercoce _ : Number -t ; Report Number Description _
Nuntbcer, : N
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UNITED STATES ENVIROMMENTAL PROTECTION AGENCY
401 M Street, 5.W.
WASHINGTON. D.C. 20460 Form

Approved OMB No, 2070-0060

Paperwork Reduction Aet Notice: The pullic reporting binden for 1his collection of information is estinated 10 average 0.25 hours per response for registration activities and .025 hours per response
for information, including suggestions for reducing the burden to: Director, OPPE Information Managecment Division {2137}, U.S. Environmental Prolection Agency, 401 M Street. 5.W., Wasbington, DC
20460. Do not send the form to the address,

DATA MATRIX LT,
Date: Apdl 7. 2000 EPA Reg No./File Symbol: 11556-%8FR: 11556-XXX Page 18 of 1O
11556-XXX, 11556-XXX
Bayer Coarporation - Agriculiure Division, Animal Health Product: Advamage Plus® 10 for Dogs =~ Ingredient; Imidacloprid, CAS = 138261413
P.O. Box 39?0 Advantage Plus® 30 for Dogs
Shawnee Mission, kS 66201.0350 Advaniagc Plus® 55 for Dogs Pyrproxyfen, CAS = 95737-68-1
Advantage Plus® 100 for Dogs
o ) Noje
g:;f:tl:‘r:: Guldeline Study Name ;ll.ll‘n?l:cr Submitter | Status Repon Namber Description
Number

P F. Terry McNamar :
Signature ﬁ \ﬂ)‘y&ﬂ "7770 ? &M%“' Manager, Preclinical Development April 7. 2000

7 foel et 3
hd : L * .‘:
>8 *RE SoRN
- L et 200 -
* & & 9 L * L

. = 5 @ L * LE A d

. > 0 0 @ L4 . * @

* & & @ * & *e -

- L ] L] - .

x:muiijEPAdmmanixAdvaniage MusDugsPUBLIC doe

152




*Product ingredient source information may be entitled to confidential treatment*

ATTACHMENT
FOR
APPLICATION FOR PESTICIDE REGISTRATION

Advantage Plus® 10 for Dogs

With this application form and the enclosed documents, Bayer Corporation requests the
registration of Advantage Plus® 10 for Dogs, a new insecticide product.

Briefly, this product will consist of a blister package constructed of cardboard, plastic and
foil containing individual plastic tubes each containing 0.4 ml of the liquid insecticide.
There will be two package sizes —a 4-tube package and a 6-tube package. The blister
package containing the tubes will be placed in a cardboard box. The box will contain all
of the draft labeling text, dated 4/7/2000, which is enclosed (5 copies each), except for
directions for use. The complete label text, including directions for use, will be included
in a Jeaflet insert that will accompany the blister package in the cardboard box. The
individual plastic tubes inside the blisters will contain only the draft labeling indicated on
page 8 of the label text, again dated 4/7/2000, which is enclosed (5 copies each). Please
note, because the tubes are very small in size, we are proposing that only the product
name, the active ingredients, the amounts of the active ingredients and the EPA Reg. No.
be printed onto each tube (again, the overall blister package will contain complete
labeling). Also note, this packaging and labeling scheme is identical to that used by
Bayer’s currently registered product, Advantage® 10 for Dogs (EPA Reg, No. 11556~
117).

PRODUCT CHEMISTRY.,

The insecticide formulation is a liquid solution of imidacloprid (9.1% w/w) and
pyriproxyfen (0.46% w/w) in inert ingredients which are on EPA’s list of acceptable inert
ingredients for use in pesticides. Two (2) copies of the Confidential Statement of
Formula (CSF) for this product are enclosed. The source of the active ingredients for this

product are

B [ product chemistry data to support the registration of this

new formulation are in the following Bayer Reports:

Bayer Report No. 75133 entitled “Product Chemistry of (10% w/v, 9.1% w/w) .
Imidacloprid + (0.5% w/v, 0.46% w/w) Pyriproxyfen Topical Solpgiqy .- OPPJE

830 - Group A: Product Identity, Composition, and Analysis”, ¢ =« E .
x:moiijfepadoc/GGGEPA28.doc (scc2) Pagel of 6 Teet 1M el
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Bayer Report No. 75132 entitled “Product Chemistry of (10% w/v, 9.1% w/w)
Imidacloprid + (0.5% w/v, 0.46% w/w) Pyriproxyfen Water Topical Solution,
OPPTS 830 Group B — Physical/Chemical Properties” and,

Bayer Report No. 75130 entitled “Validation of Bayer Animal Health Test
Method TMC-14.02 for the Determination of Imidacloprid and Pyriproxyfen
Topical Solution Formulation by HPLC.”

Three (3) copies of each of these reports accompany the application for Advantage Plus®
9 for Cats. Although the report titles do not use the “Advantage Plus” trade name, the

formulation described and tested is Advantage Plus® 10 for Dogs.

TOXICOLOGY

Also enclosed with the Advantage Plus® 9 for Cats application are three (3) copies of the
follewing six reports describing the results of Guideline 870.1100 through 870.2600
acute toxicelogy testing:

EPA

Guideline

Number

870.1100

870.1200

870.1300

870.2400

870.2500

870.2600

x:meiiiepadoc/GGGEPA2E doc (sec?)

Bayer

Report
Number

75195

75196

75197

75199

75200

75201

Bayer Report Title

Acute Oral Toxicity Study with Imidacloprid (9.1%)
/Pyriproxyfen (0.9%) Spot On in Rats

Acute Dermal Toxicity Study with Imidacloprid
{(9.1%)/Pyriproxyfen (0.9%) Spot On in Rats

Acute 4-Hour Inhalation Toxicity Study with
Imidacloprid (9.1%)/Pyriproxyfen (0.9%) Spot On in
Rats

Primary Eye Irritation Study in Rabbits with
Imidacloprid (9.1%)/Pyriproxyfen {0.9%)/5.0% Water
Spot On

Primary Dermal Irritation Study in Rabbits with
Imidacloprid (9.1%)/Pyriproxyfen (0.9%) Spot On

Dermal Sensitization Study in Guinea Pigs — Closed
Patch Technique with Imidacloprid (9.1%2f.ﬁxripro§y§§h'

(0.9%) Spot On R .
..E.'E E'..:.

Page 2 of 6 . gr7/e
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*Inert ingredient information may be entitled to confidential treatment*

Please note, the study titles refer to test materials with a slightly different formulation
than that which is proposed for registration. The formulation proposed for registration
contains 9.1% imidacloprid, 0.46% pyriproxyfen, and [ jil}. and the other inert
ingredients identified on the enclosed Confidential Statement of Formula. The
formulation used for five of the acute toxicity studies contained 9.1% imidacloprid and a
higher pyriproxyfen concentration (0.9%) and no [ The formulation used for the
primary eye irritation study (Bayer Report No. 75199) contained 9.1% imidacloprid,
0.9% pyriproxyfen, and || (plcase note the study title states 5% water and the
formulation was 5% water on a volume/volume basis, but on a weight/weight basis, the
B concentration is i as documented in the Confidential Appendix to Report No.
75199). These studies are being submitted in support of the registration for the
formulation with 0.46% pyriproxyfen. As per EPA’s November 2, 1999 meeting with
Bayer, the Agency’s technical reviewers (Byron Backus and John Redden) confirmed that
EPA would accept these studies since the formulation tested represents a “worst case”
compared to the current formulation proposed for registration.

The results of these toxicology studies demonstrate that the appropriate signal word is

“CAUTION? for all six Advantage Plus® products. The toxicity categories based on the
study results are summarized below.

Study Type Bayer Report Number Toxicity Category
Acute Oral 75195 111
Acute Dermal 75196 v
Acute Inhalation 75197 v
Primary Eye Irritation 75199 ITX
Primary Dermal Irritation 75200 v
Dermal Sensitization 75201 Negative

To address the Guideline 870.7200 (86-1) Domestic Animal Safety requirement for
Advantage Plus® 10 for Dogs (and also Advantage Plus® 20, 55, and 100 for Dogs), three
(3) copies of the 870,7200 report for adult dogs and three copies of the 870.7200 report
for puppies are enclosed with this application. Specifically, copies of Bayer Report

No. 75121 entitled “Evaluation of the General Safety of 9.1% (w/w) Imidacloprid with
0.9% (w/w) Pyriproxyfen Spot-on Formulation in the Target Species, Adult Dogs” and
Bayer Report No. 75119 entitled “Evaluation of the General Safety of 9.1% (w/w)
Imidacloprid with 0.9% (w/w) Pyriproxyfen Spot-On Formulation in the Target Species,
Seven Week Old Puppies” are enclosed with this application.

Also, the above cited domestic animal safety studies support the registration of the other

Advantage Plus® products for dogs - Advantage Plus® 20, 55, and 100 fq.r.ngs whoSe

applications accompany this application. : E
LA L R LR ) . LR X . L ]
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*Product ingredient source information may be entitled to confidential treatment*

EPA MRID 44256901 entitled “Comparative Evaluation of How Quickly
Advantage® and Frontline  {fipronil) Top Spot Kill Fieas on Dogs” (Bayer
Report No. 74800).

Whereas Advantage® was efficacious against larval and adult fleas, the new Advantage
Plus® product is effective against flea larvae, adult fleas, and flea eggs. The active
ingredient, pyriproxyfen, is currently registered in at least 92 products for many different
uses. Among these registrations, there are at least 13 currently registered pyriproxyfen
flea products which range in active ingredient concentration from 0.125 to 5.3 percent.
The concentration of pyriproxyfen in Advantage Plus® (0.46%) falls within the range of
concentrations of the currently registered products.

Baver is citing four efficacy studies for pyriproxyfen,

“Evaluation of Two Concentrations of Nylar (Pyriproxyfen) in a Dip and
Shampoo Formulation Against the Hatch of Flea Eggs Collected from Treated
Cats” (MGK Report No. OT018-94),

“Flea Eggs: Target of the New JGR On-Animal Treatments” (MGK Report
No. OT016-93),

“Final Report on Comparison of Isopropyl Aleohol Dilutions of Pyriproxyfen and
Fenoxycarb on Hatchability of Fiea Eggs” (MGK Report No. OT006-96) and,

“Final Report on the Physiological Effects of Pyriproxyfen on Adults and Eggs of
the Cat Flea, Ctenocephalides felis (MGK Report No, OT023-93).

The results of these studies support the once-a-month application rate for Advantage

Plus® since the efficacious concentration of pyriproxyfen used in the studies was lower
than the concentration in the formulation proposed for registration. In addition, the lower
concentration of pyriproxyfen was shown to be effective for a period greater than one
month.

These efficacy study reports also support the registration of the other Advantage Plus® veee
products for dogs - Advantage Plus® 20, 55, and 100 for Dogs - whose agplzmnons vets

accompany this application. : .
LI R L LN ] : kg . -
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EFFICACY

To support the claim of flea control for the Advantage Plus® 10 (and 20, 55, and 100)
product(s) on dogs, Bayer is ¢iting studies previously submitted to, reviewed by, and
accepted by the Agency for Bayer’s currently registered Advantage® 10, 20, 55, and 100
for Dogs (EPA Reg. Nos. 11556-117, -119, -120, -122) products. Specifically, these
reporis are:

EPA MRID 43679609 entitled “Efficacy Evaluation of Bay t 7391 (Imidacloprid)
10% Solution Applied Dermally for Control of Fleas on Dogs” (Bayer Report
No. 74572) and,

EPA MRID 43679610 entitled “Efficacy Confirmation of Bay t 7391
(Imidacloprid) 10% Solution Applied Dermally for Control of Fleas on Dogs”
(Bayer Report No. 74541).

EPA MRID 43679503 entitled “Efficacy Evaluation of Bay t 7391 (Imidacloprid)
10% Solution Applied Dermally for Control of Fleas on Cats” (Bayer Report
No. 74571) and,

EPA MRID 43679504 entitled “Efficacy Evaluation of Bay t 7391 (Imidacloprid)
10% Solution Applied Dermally for Control of Fleas on Cats” (Bayer Report
No. 74581).

The above referenced studies support the once-per-month use of imidacloprid
(Advantage®) to control fleas and, therefore, the once-per-month use of imidacloprid in
Advantage Plus® to contro] fleas.

The currently accepted labels for Advantage® 10, 20, 55, and 100 for Dogs and the draft
proposed labels for Advantage Plus® 10, 20, 55, and 100 for Dogs have a claim for water
resistance of the product, larvicidal efficacy, and a 12-hour “speed of kill” ¢laim. These
claims are supported by Bayer studies previously submitted to, reviewed by, and accepted
by the Agency for Bayer’s currently registered products Advantage‘B’ 10, 20, 55, and 100
for Dogs (EPA Reg. No. 11556-117, -119, -120, -122). Specifically, these reports are:

EPA MRID 44256903 entitled “Evaluation of the Effects of Shampooing or

Water Immersion on the Initial and Residual Efficacy of Advantage® for Flea
Control on Dogs” (Bayer Report No. 74792),

EPA MRID 44256902 entitled “Imidacloprid Topical Formulation: Larvicidals...
Effect Against Ctenocephalides felis in the Surroundings of Treatpd'E)qgs” (Bayer

Report No. 74828) and, '
x:meiij/epadoc/GGGEPA28 doc (scc?) Paged of 6 et aprQr/og,
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*Product ingredient source information may be entitled to confidential treatment*

DATA COMPENSATION

An appropriate data matrix listing all of the data necessary to support the registration of
Advantage Plus® 10 (and also the other Advantage Plus® products for dogs) is enclosed
with this application. Please note, the enclosed data matrix cites only those data
necessary for this registration. This registration application is for a product used only on
dogs (classified as an indoor, non-food use); the data matrix does not cite any
imidacloprid environmental fate, ecological effects nor residue chemistry data because
these data are not necessary for this proposed registration,

Generic Data
With regard to imidacloprid, the Crop Protection group of Bayer Corporation’s

‘ Agriculture Division is the basic registrant of imidacloprid therefore, the Animal Health
group cannot claim Formulator’s Exemption for the generic data requirements.
Accordingly, enclosed is a copy of Letter of Authorization from the other group (EPA
Company No. 3125) of the Agriculture Division authorizing the use of the generic

o imidacloprid data by the Animal Health group (EPA Company No. 11556) of the

Agriculture Division. These generic data are cited in the enclosed data matrix.

! With regard to pyriproxyfen, a completed Formulator’s Exemption form (EPA Form
8570-27) is enclosed with this application for Bayer to address compensation of
pyriproxyfen generic data. Also, enclosed with this application is a Letter of
Authorization from

Product Specific Data

All of the data necessary to support the registration of Advantage Plus® 10 are data
previcusly submitted by Bayer’s Animal Health group (EPA Company No. 11556) or are
enclosed with this application or were submitted by ] Enclosed with this
application is a Letter of Authorization from ] All of these data are cited in the
enclosed Data Matrix.

As demonstrated in the enclosed, completed Certification With Respect to Citation of
Data (EPA Form 8570-29), we are choosing the Selective Method of Support for
pyriproxyfen efficacy data. Again, a Letter of Authorization from

to cite these data is enclosed.

CHILD RESISTANT PACKAGING

Certification that the packaging for Advantage Plus® 10 meets the child-resistant

i! packaging standards in 40 CFR 157.32 is not necessary because Advantage Plus® 10 does
not meet any of the toxicity criterion listed in 40 CFR 157.22 (a) for products reguiring

. . . LE R 2
child resistant packaging. ceeens vele
L . »
. * @ L]
L] L]
. L
LE XL LN ] LR E X2 L]
[ Ld L]
- .
x:moitjepador/GGGEPA28 doc (scc2} Page 6 of 6 e @rg7/eg
! LE ] : LR L] LR
| . »
‘etan
! LR X
. LA A




Reason To Issue: Propose Registration Date: 04/07/00

{Front Panel)

Advantage Plus® 10

Topical Solution

Once-A-Month Topical Flea Treatment For Dogs and
Puppies 7 Weeks and Older and 10 Ibs. and Under

READ ENTIRE LABEL BEFORE EACH USE

For the Prevention and Treatment of Flea Infestations on Dogs

s Available Only Through Licensed Practicing Veterinartans
o o Kills 98-100% of the Fleas on Dogs Within 12 Hours
¢ Kills Reinfesting Fleas Within 2 Hours -
¢ One Treatment Prevents Further Flea Infestation For At Least Four Weeks
o Kills Adult Fleas, Eggs, and Larvae
o Prevents Immature Fleas from Developing into Biting, Breeding Adults
o Provides 3-Way Protection Against Fleas, Breaking Life Cycle at Egg, Larval,
and Adult Stages
%
Active Ingredients By Weight
Imidacloprid; I-[(6-Chloro-3-pyridinyl) methyl]-N-nitro-2-imidazolidinimine . | 9.10%
Pyriproxyfen; 2-[I-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine . .......... 0.46%
Inert Ingredients . .. ... . i e e e 90.44%
Total . o 100.00%
KEEP OUT OF REACH OF CHILDREN
CAUTION |
See Below First Aid and Precautionary Statements ceee
PRECAUTIONARY STATEMENTS i .
HAZARDS TO HUMANS essess  sssase

Harmful if swallowed. Causes moderate eye irritation, Avoid contact thh.qyes or clbthmg.

Wash hands thoroughly with soap and warm water after handling. ":". .
x:moiij/labelspr/AdvanPlus10-4pk. Doc Page 1 of 8
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Reason To Issue:  Propose Registration Date: 04/07/00
Supersedes: None

HAZARDS TO DOMESTIC ANIMALS

For external use only. :
Do not use on puppies under 7 weeks of age.

As with any product, consult your veterinarian before using this product on debilitated, aged,
pregnant or nursing animals. Individual sensitivities, while rare, may occur after using ANY
pesticide product for pets. If signs persist, or become more severe, consult a veterinarian
immediately. If your animal is on medication, consult your veterinarian before using this or
any other product. For consumer questions call 1-800-255-6826. For medical emergencies
call 1-877-258-2280.

FIRST AID

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes.
Remove contact lenses, if present, after the first § minutes, then continue rinsing eye. Calla
poison control center or doctor for treatment advice.

If swallowed: Call a Poison Contro! Center or doctor immediately for treatment advice.
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do
so by the poison control center or doctor. Do not give anything to an unconscious person.

If on skin: Wash with plenty of soap and water.
To Physician: Treat the patient symptomatically.

Four 0.4 ml. Tubes

EPA Est. 11556-DEU-1
EPA Reg. No. 11556-XXX

Manufactured For
Bayer Corporation oee
Agriculture Division reesey sooe
Animal Health HER . °.
Shawnee Mission, Kansas 66201 USA sesevs  ssvess
Made in Germany segee, P e
x:moii}/labelspr/AdvanPlusi0-dpk. Doc Page 2 of 8
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Reason To Issue:  Propose Registration Date: 04/07/00
Supersedes; None

{Back Panel)

Advantage Plus® 10

Topical Solution
Fast
Effective
Multi-Stage Flea Control

Once-A-Month Topical Flea Treatment for Dogs
and Puppies 7 Weeks and Older and 10 lbs. and Under

Available only through licensed practicing veterinarians

L 4

o Kills fleas within 12 hours

o Kills reinfesting fleas within 2 hours

e Prevents reinfestation for up to 4 weeks

» Convenient, easy to apply

o Kills adult fleas, eggs and larvae

READ ENTIRE LABEL BEFORE EACH USE

x:moiif/labelspr/AdvanPlus! 0-4pk, Doc Page 3 of 8
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Reason To Issue:  Propose Registration Date: 04/07/00
Supersedes: None

{Leaflet)
Advantage Plus® 10
Topical Solution

Once-A-Month Topical Flea Treatment for Dogs and
Puppies 7 Weeks and Older and 10 Ibs and Under

READ ENTIRE LABEL BEFORE USE

For the Prevention and Treatment of Flea Infestation on Dogs.

%
Active Ingredients By Weight
Imidacloprid; 1-{(6-Chloro-3-pyridinyl) methyl}-N-nitro-2-imidazolidinimine . . 9.10%
Pyriproxyfen; 2-[I-methyl-2-(4-phenoxyphenoxy)ethoxyl pyridine .. ......... 0.46%
Inert Ingredients . ..o e e e e 90.44%
17 100.00%

KEEP OUT OF REACH OF CHILDREN
CAUTION

See Below First Aid and Precautionary Statements

PRECAUTIONARY STATEMENTS
HAZARDS TO HUMANS

Harmful if swallowed. Causes moderate eye irritation. Avoid contact with eyes or clothing.
Wash hands thoroughly with soap and warm water after handling,

HAZARDS TO DOMESTIC ANIMALS

For external use only.

Do not use on puppies under 7 weeks of age. coes
As with any product, consult your veterinarian before using this product ¢n debilitated, aged,
pregnant or nursing animals. Individual sensitivities, while rare, may ocqyy.affer usibigdNY
pesticide product for pets. If signs persist, or become more severe, consult a ve;terine{rjan
immediately. If your animal is on medication, consult your veterinarian l:zafhrc usmg tHisedr
any other product. For consumer questions call 1-800-255-6826. For chqua,l-emergenmes
call 1-877-258-2280. "t

..l.
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Reason To Issue:  Propose Registration ‘ Date: 04/07/00

FIRST AID

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes.
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Calla
poison contro] center or doctor for treatment advice,

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice.
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do
so by the poison control center or doctor. Do not give anything to an unconscious person.

If on skin: Wash with plenty of soap and water.
To Physician: Treat the patient symptomatically.

DIRECTIONS FOR USE

1t is a violation of Federal Law to use this product in 2 manner inconsistent with its labeling,

HOW TO APPLY
l. Use only on dogs. Do not use on other animals.
2. Remove one applicator tube from the package.

3. Hold applicator tube in an upright position. Pull cap off tube.  3**%*? e
4, Turn the cap around and place other end of cap back on tube,  **2**? M
L) L L
. - L]
5. Twist cap to break seal, then remove cap from tube. T
LLERE ]
LE LR
x:moiij/labelspr/AdvanPlus10-4pk. Doc Page 5 of 8
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Reason To Issue:  Propose Registration | Date: 04/07/00
Supersedes: None

6. The dog should be standing for easy application. Part the hair on the dog’s back,
between the shoulder blades, until skin is visible, Place the tip of the tube on the skin
and squeeze the tube twice to expel the entire contents directly on the skin.

Do not get this product in your pet’s eyes or mouth.

7. Discard empty tube as described in Storage and Disposal.

The successive feeding activity of fleas on pets frequently elicits a hypersensitivity skin
disorder known as flea allergy dermatitis (FAD). Treatment of pets with Advantage Plus®
rapidly kills fleas and reduces the incidence of this condition.

Advantage Plus® kills 98-100% of the existing fleas on pets within 12 hours. Reinfesting
fleas are killed within 2 hours with protection against further fiea infestation lasting for up to
four (4) weeks. Pre-existing pupae in the environment may continue to emerge for six

(6) weeks or longer depending upon the climatic conditions.

Fleas, eggs and larvae in the pet’s surroundings are killed following contact with an
Advantage Plus® treated pet. Advantage Plus® provides multi-stage fica control effectively
breaking all flea life-cycle stages for quick and lasting control of flea populations.

Advantage Plus® kills adult fleas quickly, inhibits the development of immature flea life
stages and prevents them from reaching the biting aduit stage.

Advantage Plus® remains efficacious following a shampoo treatment, swimming or afga**
exposure to rain or sunlight. taseee sese

Monthly treatments are required for optimal control and prevention of fled$.s*"s stoeee

. & L ]
If re-treatment becomes necessary earlier than four weeks, do not re-treat ii8fc ¢han oncg
Weckly. peses sene
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STORAGE AND DISPOSAL

Do not contaminate water, food or feed by storage or disposal.

Storage: Store in a cool, dry place. Pesticide Disposal: Securely wrap original container in
several layers of newspaper and discard in trash. Container Disposak: Do not reuse empty
container, Wrap container and put in trash.

LIMITED WARRANTY AND LIMITATION OF DAMAGES

Bayer Corporation, Agriculture Division, Animal Health warrants that this material conforms
to the chemical description on the label. BAYER CORPORATION MAKES NO OTHER
EXPRESS OR IMPLIED WARRANTY, INCLUDING ANY OTHER EXPRESS OR
IMPLIED WARRANTY OF FITNESS OR MERCHANTABILITY, and no agent of Bayer

Corporation is authorized to do so except in writing with a specific reference to this warranty.

Any damages arising from a breach of this warranty shall be limited to direct damages and
shall not include consequential commercial damages such as loss of profits or values, etc.

EPA Est. 11556-DEU-1
EPA Reg. No. 11556-3558% REL
Manufactured for Bayer Corporation

Apgriculture Division, Animal Health
Shawnee Mission, Kansas 66201 U.S.A.
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(Label on Individual Tube)
Advantage Plus®
9.10% Imidacloprid

0.46% Pyriproxyfen
0.4 mL
EPA Reg. No. 11556-XXX

CAUTION

Keep Out of Reach of Children
Read The Entire Label Before Use
BAYER

Lot No. 06000000
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(Front Panel)

Advantage Plus® 10

Topical Solution

Once-A-Month Topical Flea Treatment For Dogs and
Puppies 7 Weeks and Older and 10 lbs. and Under

READ ENTIRE LABEL BEFORE EACH USE

For the Prevention and Treatment of Flea Infestations on Dogs

o Available Only Through Licensed Practicing Veterinarians
+ Kills 98-100% of the Fleas on Dogs Within 12 Hours
o Kills Reinfesting Fleas Within 2 Hours '
e One Treatment Prevents Further Flea Infestation For At Least Four Weeks
¢ Kills Adult Fleas, Eggs, and Larvae
¢ Prevents Immature Fleas from Developing into Biting, Breeding Adults
e Provides 3-Way Protection Against Fleas, Breaking Life Cycle at Egg, Larval,
and Adult Stages
%
Active Ingredients By Weight
Imidacloprid; 1-[(6-Chloro-3-pyridinyl) methyl}-N-nitro-2-imidazolidinimine . . 9.10%
Pyriproxyfen; 2-[I-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine .. .. ... ... 0.46%
Inert Ingrediemts . .. . e 90.44%
0 2 S 100.00%
KEEP OUT OF REACH OF CHILDREN
CAUTION vee
See Below First Aid and Precautionary Statements E"E'g .
PRECAUTIONARY STATEMENTS et
HAZARDS TO HUMANS veans I

Harmful if swallowed. Causes moderate eye irritation. Avoid contact with eyes or clpitte
Wash hands thoroughly with soap and warm water after handling, eeee

x:meiij/labelspr/AdvanPlus10-4pk. Doc Page 1 of 8
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HAZARDS TO DOMESTIC ANIMALS

For external use only. ,
Do not use on puppies under 7 weeks of age.

As with any product, consult your veterinarian before using this product on debilitated, aged,
pregnant or nursing animals. Individual sensitivities, while rare, may occur after using ANY
pesticide product for pets. If signs persist, or become more severe, consult a veterinarian
immediately. If your animal is on medication, consult your veterinarian before using this or
any other product. For consumer questions call 1-800-255-6826. For medical emergencies
call 1-877-.258-2280,

FIRST AID

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes,
o Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a
poison control center or doctor for treatment advice. '

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice.
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do
50 by the poison control center or doctor. Do not give anything to an unconscious person.

If on skin: Wash with plenty of soap and water.
To Physician: Treat the patient symptomatically.

Four 0.4 mL Tubes

EPA Est. 11556-DEU-1
EPA Reg. No. I1556-XXX

Manufactured For teene \ .::' .
Bayer Corporation E . E .
Agriculture DiViSiOD oo:ct: Ettt:i
Aﬂlmal Health .... :o. a.
Shawnee Mission, Kansas 66201 USA resee . e

Made in Germany

x:moiij/labelspr/AdvanPlus10-4pk. Doc Page 2 of 8
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{Back Panel)

Advantage Plus® 10

Topical Solution
Fast
Effective
Multi-Stage Flea Control

Once-A-Month Topical Flea Treatment for Dogs
and Puppies 7 Weeks and Older and 10 Ibs. and Under

Available only through licensed practicing veterinarians
Kills fleas within 12 hours

Kills reinfesting fleas within 2 hours

Prevents reinfestation for up to 4 weeks

Convenient, easy to apply

Kills adult fleas, eggs and larvae

a o ¢ & o ©

READ ENTIRE LABEL BEFORE EACH USE
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(Leaflet)
Advantage Plus® 10
Topical Solution

Once-A-Month Topical Flea Treatment for Dogs and
Puppies 7 Weeks and Older and 10 Ibs and Under

READ ENTIRE LABEL BEFORE USE

For the Prevention and Treatment of Flea Infestation on Dogs.

: %
Active Ingredients By Weight
Imidacloprid; 1-[(6-Chloro-3-pyridinyl) methyl]-N-nitro-2-imidazolidinimine . . 9.10%
Pyriproxyfen; 2-{1-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine ........... 0.46%
Imert Ingredients . . ... .. .. i e 90.44%
] 3 P 100.00%

KEEP OUT OF REACH OF CHILDREN
CAUTION

See Below First Aid and Precautionary Statements

PRECAUTIONARY STATEMENTS
HAZARDS TO HUMANS

Harmful if swallowed. Causes moderate eye irritation. Avoid contact with eyes or clothing.
Wash hands thoroughly with soap and warm water after handling.

HAZARDS TO DOMESTIC ANIMALS

For external use only. veve .

LE N 3 J

Do not use on puppies under 7 weeks of age. : E : .

-
LELE N .l..“

As with any product, consult your veterinarian before using this product on debthtatcti aged,
pregnant or nursing animals. Individual sensitivities, while rare, may occyr alfer using ANY
pesticide product for pets. If signs persist, or become more severe, consult £ velerinarian
immediately. If your animal is on medication, consult your veterinarian befo1¢ using tis gy
any other product. For consumer questions call 1-800-255-6826. For medical cmcrgéﬁéles
call 1-877-258-2280. *eeeet

x:moiij/labelspr/AdvanPlus10-4pk. Doc Page 4 of 8
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FIRST AID

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes.
Remove contact lenses, if present, after the first S minutes, then continue rinsing eye. Calla
poison control center or doctor for treatment advice.

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice.
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do
so by the poison control center or doctor. Do not give anything to an unconscious person.

If on skin: Wash with plenty of soap and water,
To Physician: Treat the patient symptomatically.

DIRECTIONS FOR USE

It is a violation of Federal Law to use this product in a manner inconsistent with its labeling.

HOW TO APPLY
1. Use only on dogs. Do not use on other animals.
2. Remove one applicator tube from the package.

3. Hold applicator tube in an upright position. Pull cap offtube.  sssses E- cete
4. Turn the cap around and place other end of cap back ontube, ~ eeges, & "o0’

3. Twist cap to break seal, then remove cap from tube.

x:moiij/labelsptr/AdvanPlus10-4pk. Doc Page S of 8
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6. The dog should be standing for easy application. Part the hair on the dog’s back,
between the shoulder blades, until skin is visible. Place the tip of the tube on the skin
and squeeze the tube twice to expel the entire contents directly on the skin.

Do not get this product in your pet’s eyes or mouth.

7. Discard empty tube as described in Storage and Disposal.

The successive feeding activity of fleas on pets frequently elicits a hypersensitivity skin
disorder known as flea allergy dermatitis (FAD). Treatment of pets with Advantage Plus®
rapidly kills fleas and reduces the incidence of this condition,

Advantage Plus® kills 98-100% of the existing fleas on pets within 12 hours. Reinfesting
fleas are killed within 2 hours with protection against further flea infestation lasting for up to
four (4) weeks. Pre-existing pupae in the environment may continue to emerge for six

(6) weeks or longer depending upon the climatic conditions.

Fleas, eggs and larvae in the pet’s surroundings are killed following contact with an
Advantage Plus® treated pet. Advantage Plus® provides multi-stage fiea control effectively
breaking all flea life-cycle stages for quick and lasting control of flea populations.

Advantage Plus® kills adult fleas quickly, inhibits the development of immature flea life

stages and prevents them from reaching the biting adult stage. geee
Advantage Plus® remains efficacious following a shampoo treatment, swimrhifg or .afte'r.
exposure to rain or sunlight. ey M
Monthly treatments are required for optimal control and prevention of flead.s**, ¢
If re-treatment becomes necessary earlier than four weeks, do not re-treat more than 6geg.®
weekly. RIILS
x:moiijfiabelspr/AdvanPlus16-dpk. Doc Page 6 of 8
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STORAGE AND DISPOSAL

Do not contaminate water, food or feed by storage or disposal.

Storage: Store in a cool, dry place. Pesticide Disposal: Securely wrap original container in
several layers of newspaper and discard in trash, Container Disposal: Do not reuse empty
container, Wrap container and put in trash.

LIMITED WARRANTY AND LIMITATION OF DAMAGES

Bayer Corporation, Agricuiture Division, Animal Health warrants that this material conforms
to the chemical description on the [abel. BAYER CORPORATION MAKES NO OTHER
o EXPRESS OR IMPLIED WARRANTY, INCLUDING ANY OTHER EXPRESS OR
IMPLIED WARRANTY OF FITNESS OR MERCHANTABILITY, and no agent of Bayer
Corporation is authorized to do so except in writing with a specific reference to this warranty.
Any damages arising from a breach of this warranty shall be limited to direct damages and
shall not include consequential commercial damages such as loss of profits or values, etc.

EPA Est. 11556-DEU-1
EPA Reg. No. 11556-XXX
Manufactured for Bayer Corporation

Agriculture Division, Animal Health
Shawnee Mission, Kansas 66201 U.S.A.
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(Label on Individual Tube)

Advantage Plus®
9.10% Imidacloprid

0.46% Pyriproxyfen

0.4 mL

EPA Reg. No. 11556-XXX

0 CAUTION

Keep Out of Reach of Children
Read The Entire Label Before Use
BAYER

Lot No. 6000000
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(Front Panel)

Advantage Plus® 10

Topical Solution

Once-A-Month Topical Flea Treatment For Dogs and
Puppies 7 Weeks and Older and 10 Ibs. and Under

READ ENTIRE LABEL BEFORE EACH USE

For the Prevention and Treatment of Flea Infestations on Dogs

o Available Only Through Licensed Practicing Veterinarians
o Kills 98-100% of the Fleas on Dogs Within 12 Hours
¢ Kills Reinfesting Fleas Within 2 Hours -
e One Treatment Prevents Further Flea Infestation For At Least Four Weeks
s Kills Adult Fleas, Eggs, and Larvae
e Prevents Immature Fleas from Developing into Biting, Breeding Adults
o Provides 3-Way Protection Against Fleas, Breaking Life Cycle at Egg, Larval,
and Adult Stages
%
Active Ingredients By Weight
Imidacloprid; 1-[(6-Chloro-3-pyridinyl) methyl]-N-nitro-2-imidazolidinimine . . 9.10%
Pyriproxyfen; 2-[1-methyl-2-(4-phencxyphenoxy)ethoxy] pyridine . . ......... 0.46%
InertIngredients . .. ... . i e e 90.44%
1 - 1 100.00%
KEEP OUT OF REACH OF CHILDREN |
CAUTION
See Below First Aid and Precautionary Statements s"°3°s  ***?
PRECAUTIONARY STATEMENTS ety ettt
HAZARDS TO HUMANS .o et

Harmful if swallowed. Causes moderate eye irritation. Aveid contact wittf éyes or cIQﬂung.
Wash hands thoroughly with soap and warm water after handling. ‘esae

L ] L]
LA LR ]

x:moiij/labelspr/AdvanPlus 10-4pk, Doc Page i of 8

175



Reason ToIssue:  Propose Registration | Date: 04/07/00

HAZARDS TO DOMESTIC ANIMALS

For external use only. ,
Do not use on puppies under 7 weeks of age.

As with any product, consult your veterinarian before using this product on debilitated, aged,
pregnant or nursing animals. Individual sensitivities, while rare, may occur after using ANY
pesticide product for pets. If signs persist, or become more severe, consult a veterinarian
immediately. If your animal is on medication, consult your veterinarian before using this or
any other product. For consumer questions call 1-800-255-6826. For medical emergencies
call 1-877-258-2280.

FIRST AID

Ifin eyes: Hold eye open and rinse siowly and gently with water for 15-20 minutes.
0 Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye, Calia
poison control center or doctor for treatment advice. '

If swaliowed: Call a Poison Control Center or doctor immediately for treatment advice.
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do
so by the poison control center or doctor. Do not give anything to an unconscious person.

If on skin: Wash with plenty of soap and water.
Ta Physician: Treat the patient symptomaticaity.

Four 0.4 mL Tubes

EPA Est. 11556-DEU-1
EPA Reg. No. 11556-XXX

Manufactured For seee
Bayer Corporation s v .
Agricuiture Division recnse Ceents
Animal Health :": :. .
Shawnee Mission, Kansas 66201 USA csens .t
Made in Germany e e,

x:moiij/labelspr/AdvanPlus10-4pk. Doc Page 2 of 8
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{Back Panel)

Advantage Plus® 10

Topical Solution
Fast
Effective
Multi-Stage Fiea Control

Once-A-Month Topical Flea Treatment for Dogs
and Puppies 7 Weeks and Older and 10 Ibs. and Under

» Available only through licensed practicing veterinarians

e Kills fleas within 12 hours

e Kills reinfesting fleas within 2 hours

» Prevents reinfestation for up to 4 weeks

» Convenient, easy to apply

o Kills adult fleas, eggs and larvae

READ ENTIRE LABEL BEFORE EACH USE

x:moiij/labeispr/AdvanPius0-4pk, Doc Page 3 of §
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(Leaflet)
Advantage Plus® 10
Topical Solution

Once-A-Month Topical Flea Treatment for Dogs and
Puppies 7 Weeks and Older and 10 lbs and Under

READ ENTIRE LABEL BEFORE USE

For the Prevention and Treatment of Flea Infestation on Dogs.

' %
Active Ingredients By Weight
Imidacloprid; 1-[(6-Chloro-3-pyridinyt) methy!]-N-nitro-2-imidazolidinimine . . 9.10%
Pyriproxyfen; 2-[1-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine . .. ........ 0.46%
Inert Ingredients . . .o i e e e 90.44%
=3 Y A 100.00%

KEEP OUT OF REACH OF CHILDREN
CAUTION

See Below First Aid and Precautionary Statements

PRECAUTIONARY STATEMENTS
HAZARDS TO HUMANS

Harmful if swallowed. Causes moderate eye irritation. Avoid contact with eyes or clothing.
Wash hands thoroughly with soap and warm water after handling.

HAZARDS TO DOMESTIC ANIMALS

For external use only. svae
Do not use on puppies under 7 weeks of age.

As with any product, consult your veterinarian before using this product on debilitated, dged,
pregnant or nursing animals. Individual sensitivities, while rare, may occur atfter usmg.ANY
pesticide product for pets. If signs persist, or become more severe, consuft's vqermanag
immediately. If your animal is on medication, consult your veterinarian b¥fb¥e usin g thls.or
any other product. For consumer questions call 1-800-255-6826. For medical emergencies
call 1-877-258-2280, St

x:moitj/labelspr/AdvanPlus10-4pk. Doc Page 4 of 8
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FIRST AID

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes.
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Calla
poison control center or doctor for treatment advice,

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice.
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do
so by the poison control center or doctor. Do not give anything to an unconscious person.

If on skin: Wash with plenty of soap and water.
To Physician: Tieat the patient symptomatically.

DIRECTIONS FOR USE

It is a violation of Federal Law to use this product in a manner inconsistent with its labeling.

HOW TO APPLY
Use only on dogs. Do not use on other animals.

Remove one applicator tube from the package.

Hold applicator tube in an upright position. Pull cap off tube, vors cesves

Turn the cap around and place other end of cap back on tube.  eps. -

Twist cap to break seal, then remove cap from tube. 00

x:moiij/fabelspe/AdvanPlus10-dpk. Doc Page 50f 8
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6. The dog should be standing for easy application, Part the hair on the dog’s back,
between the shoulder blades, until skin is visible. Place the tip of the tube on the skin
and squeeze the tube twice to expel the entire contents directly on the skin.

Do not get this product in your pet’s eyes or mouth,

7. Discard empty tube as described in Storage and Disposal.

The successive feeding activity of fleas on pets frequently elicits a hypersensitivity skin
disorder known as flea allergy dermatitis (FAD). Treatment of pets with Advantage Plus®
rapidly kills fleas and reduces the incidence of this condition.

Advantage Plus® kills 98-100% of the existing fleas on pets within 12 hours. Reinfesting
fleas are killed within 2 hours with protection against further flea infestation lasting for up to
four (4) weeks. Pre-existing pupae in the environment may continue to emerge for six

(6) weeks or longer depending upon the climatic conditions.

Fleas, eggs and larvae in the pet’s surroundings are killed following contact with an
Advantage Plus® treated pet. Advantage Plus® provides multi-stage flea control effectively
breaking all flea life-cycle stages for quick and lasting control of flea populations.

Advantage Plus® kills adult fleas quickly, inhibits the development of immature flea life
stages and prevents them from reaching the biting adult stage.

[ LN R ]

Advantage Plus® remains efficacious following a shampoo treatment, swimming or after
exposure to rain or sunlight. cesees E. cete
Monthly treatments are required for optimal control and prevention of fleasges R
if re-treatment becomes necessary earlier than four weeks, do not re-treat more than oHce
weekly, :::.

x:moiij/labelspr/AdvanPlus10-4pk. Doc Page 6 of 8
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STORAGE AND DISPOSAL

Do not contaminate water, food or feed by storage or disposal.

Storage: Store in a cool, dry place. Pesticide Disposal: Securely wrap original container in
several layers of newspaper and discard in trash, Container Disposal: Do not reuse empty
container. Wrap container and put in trash.

LIMITED WARRANTY AND LIMITATION OF DAMAGES

Bayer Corporation, Agriculture Division, Animal Health warrants that this material conforms
to the chemical description on the label. BAYER CORPORATION MAKES NO OTHER
o EXPRESS OR IMPLIED WARRANTY, INCLUDING ANY OTHER EXPRESS OR
IMPLIED WARRANTY OF FITNESS OR MERCHANTABILITY, and no agent of Bayer
Corporation is authorized to do so except in writing with a specific reference to this warranty.
Any damages arising from a breach of this warranty shall be limited to direct damages and
shall not include consequential commercial damages such as loss of profits or values, etc.

EPA Est. 11556-DEU-1
EPA Reg. No. 11556-XXX
Manufactured for Bayer Corporation

Agriculture Division, Animal Health
Shawnee Mission, Kansas 66201 U.S.A.

x:moiij/labelspr/AdvanPlus10-dpk, Doc Page 7 of 8
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(Label on Individual Tube)

Advantage Plus®
9.10% Imidacloprid

0.46% Pyriproxyfen

0.4 mL

EPA Reg. No. 11556-XXX

CAUTION

Keep Out of Reach of Children
Read The Entire Label Before Use
BAYER

Lot No. 0000000
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{(Front Panel)

Advantage Plus® 10

Topical Solution

Once-A-Month Topical Flea Treatment For Dogs and
Puppies 7 Weeks and Older and 10 Ibs. and Under

READ ENTIRE LABEL BEFORE EACH USE

For the Prevention and Treatment of Flea Infestations on Dogs

e Available Only Through Licensed Practicing Veterinarians
o Kills 98-100% of the Fleas on Dogs Within 12 Hours
e Kills Reinfesting Fleas Within 2 Hours - ‘
¢ One Treatment Prevents Further Flea Infestation For At Least Four Weeks
o Kills Adult Fleas, Eggs, and Larvae
¢ Prevents Immature Fleas from Developing into Biting, Breeding Adults
¢ Provides 3-Way Protection Against Fleas, Breaking Life Cycle at Egg, Larval,
and Adult Stages
%
Active Ingredients By Weight
Imidacloprid; 1-[(6-Chloro-3-pyridinyl) methyl]-N-nitro-2-imidazolidinimine . . 9.10%
Pyriproxyfen; 2-{1-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine . .. ... ... .. 0.46%
Inert Ingrediemts . .. v it e e e 90.44%
o 1 P 100.00%
KEEP OUT OF REACH OF CHILDREN veee
CAUTION gy e
See Below First Aid and Precautionary Statements ° ‘E"E geoets
PRECAUTIONARY STATEMENTS e, e
HAZARDS TO HUMANS sotes cese

Harmful if swallowed. Causes moderate eye irritation. Avoid contact with eyes or clothing.
Wash hands thoroughly with soap and warm water after handling, seee

x:moiijflabelspr/AdvanPlus] 0-4pk. Doc Page I of 8
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HAZARDS TO DOMESTIC ANIMALS

For external use only. _
Do not use on puppies under 7 weeks of age.

As with any product, consult your veterinarian before using this product on debilitated, aged,
pregnant or nursing animals. Individual sensitivities, while rare, may occur after using ANY
pesticide product for pets. If signs persist, or become more severe, consult a veterinarian
immediately. If your animal is on medication, consult your veterinarian before using this or
any other product. For consumer questions call 1-800-255-6826. For medical emergencies
call 1-877-258-2280.

FIRST AID

Ifin eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes.
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a
poison control center or doctor for treatment advice.

1f swallowed: Call a Poison Control Center or doctor immediately for treatment advice.
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do
so by the poison control center or doctor. Do not give anything to an unconscious person.

If on skin: Wash with plenty of soap and water.
To Physician: Treat the patient symptomatically.

Four 0.4 mL Tubes

EPA Est. 11556-DEU-1
EPA Reg. No. 11556-XXX

Manufactured For Pt .

Bayer Corporation R ::. .
Agriculture Division ceees P

Animal Health R .
Shawnee Mission, Kansas 66201 USA e P
Made in Germany ‘::::

x:moiij/labelspr/AdvanPlus [ 0-4pk. Doc Page 2 of 8
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{Back Panel)

Advantage Plus® 10

Topical Solution
Fast
Effective
Multi-Stage Flea Control

Once-A-Month Topical Flea Treatment for Dogs
and Puppies 7 Weeks and Older'and 10 Ibs. and Under

Available only through licensed practicing veterinarians
Kills fleas within 12 hours

Kills reinfesting fleas within 2 hours

Prevents reinfestation for up to 4 weeks

Convenient, easy to apply

Kills adult fleas, eggs and larvae

e & ¢ o © o

READ ENTIRE LABEL BEFORE EACH USE
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Supersedes: None

(1.eaflet)
Advantage Plus® 10
Topical Solution

Once-A-Month Topical Flea Treatment for Dogs and
Puppies 7 Weeks and Older and 10 1bs and Under

READ ENTIRE LABEL BEFORE USE

For the Prevention and Treatment of Flea Infestation on Dogs.

' %
O Active Ingredients By Weight
Imidacloprid; 1-[(6-Chloro-3-pyridinyl} methyl]-N-nitro-2-imidazolidinimine . . 9.10%
Pyriproxyfen; 2-[1-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine .. ...... ... 0.46%
InertIngredients . .. ... ... . i i e 90.44%
7 100.00%

KEEP OUT OF REACH OF CHILDREN
CAUTION

See Below First Aid and Precautionary Statements

PRECAUTIONARY STATEMENTS
HAZARDS TO HUMANS

Harmful if swallowed. Causes moderate eye irritation. Avoid contact with eyes or clothing.
Wash hands thoroughly with soap and warm water after handling.

HAZARDS TO DOMESTIC ANIMALS seeces cece
For extemal use only. O . ) .
Do not use on puppies under 7 weeks of age.  "'3°°%  3°°°T

As with any product, consult your veterinarian before using this product onidéyilitated, ged,
pregnant or nursing animals. Individual sensitivities, while rare, may occff* after using ANY
pesticide product for pets. If signs persist, or become more severe, consult a veterinariess
immediately. If your animal is on medication, consult your veterinarian before using Yhis or
any other product. For consumer questions call 1-800-255-6826. For medical emergencies
call 1-877-258-2280.

x:moiij/labelspr/AdvanPlus10-4pk. Doc Page 4 of 8
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.........................................................................................................................

FIRST AID

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes.
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a
poison control center or doctor for treatment advice.

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice,
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do
so by the poison control center or doctor. Do not give anything to an unconscious person,

If on skin: Wash with plenty of soap and water.
To Physician: Treat the patient symptomatically.

DIRECTIONS FOR USE

It is a violation of Federal Law to use this product in a manner inconsistent with its labeling.

HOW TO APPLY
1. Use only on dogs. Do not use on other animals.
2 Remove one applicator tube from the package.

3. Hold applicator tube in an upright pesition. Pull cap off tube. cesee, PO

LR} :‘ .. *
4, Tum the cap around and place other end of cap back on tube. ot
5. Twist cap to break seal, then remove cap from tube, Teees’
x:moiijfiabeispr/AdvanPius10-4pk. Doc Page 5 of 8
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6. The dog should be standing for easy application. Part the hair on the dog’s back,
between the shoulder blades, until skin is visible. Place the tip of the tube on the skin
and squeeze the tube twice to expel the entire contents directly on the skin.

Do not get this product in your pet’s eyes or mouth.

7. Discard empty tube as described in Storage and Disposal.

The successive feeding activity of fleas on pets frequently elicits a hypersensitivity skin
disorder known as flea allergy dermatitis (FAD). Treatment of pets with Advantage Plus®
rapidly kills fleas and reduces the incidence of this condition.

Advantage Plus® kills 98-100% of the existing fleas on pets within 12 hours. Reinfesting
fleas are killed within 2 hours with protection against further flea infestation lasting for up to
four (4) weeks. Pre-existing pupae in the environment may continue to emerge for six

(6) weeks or longer depending upon the climatic conditions..

Fleas, eggs and larvae in the pet’s surroundings are killed folowing contact with an
Advantage Plus® treated pet. Advantage Plus® provides multi-stage flea control effectively
breaking all flea life-cycle stages for quick and lasting control of flea populations.

[E LX)

Advantage Plus® kills adult fleas quickly, inhibits the development of i immeatuse flea e

stages and prevents them from reaching the biting adult stage. s ¢ : .

Advantage Plus® remains efficacious following a shampoo treatment, svnmmmg or.a&e;

exposure to rain or sunlight. cesee, MR
L ] L] L4

aske

Monthly treatments are required for optimal control and prevention of fleas,

chas

If re-treatment becomes necessary earlier than four weeks, do not re-treat more than onoe *
weekly.

x:moiij/labelspr/AdvanPlus i 0-dpk. Doc Page 6 of 8
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STORAGE AND DISPOSAL

Do not contaminate water, food or feed by storage or disposal.

Storage: Store in a cool, dry place. Pesticide Disposal: Securely wrap original container in
several layers of newspaper and discard in trash. Container Disposal: Do not reuse empty
container. Wrap container and put in trash.

LIMITED WARRANTY AND LIMITATION OF DAMAGES

Bayer Corporation, Agriculture Division, Animal Health warrants that this materiai conforms
to the chemical description on the label. BAYER CORPORATION MAKES NO OTHER
EXPRESS OR IMPLIED WARRANTY, INCLUDING ANY OTHER EXPRESS OR
IMPLIED WARRANTY OF FITNESS OR MERCHANTABILITY, and no agent of Bayer
Corporation is authorized to do so except in writing with a specific reference to this warranty.
Any damages arising from a breach of this warranty shall be limited to direct damages and
shall not include consequential commercial damages such as loss of profits or values, etc.

EPA Est. 11556-DEU-1
EPA Reg. No. 11556-XXX
Manufactured for Bayer Corporation

Agriculture Diviston, Animal Health
Shawnee Mission, Kansas 66201 U.S.A.
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(Label on Individual Tube)

Advantage Plus®
9.10% Imidacloprid

0.46% Pyriproxyfen

04 mi,

EPA Reg. No. 11556-XXX

@ CAUTION

Keep Cut of Reach of Children
Read The Entire Label Before Use
BAYER

Lot No. 0000000
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(Front Panel)

Advantage Plus® 10

Topical Solution

Once-A-Month Topical Flea Treatment For Dogs and
Puppies 7 Weeks and Older and 10 lbs. and Under

READ ENTIRE LABEL BEFORE EACH USE

For the Prevention and Treatment of Flea Infestations on Dogs

s  Available Only Through Licensed Practicing Veterinarians
e o Kills 98-100% of the Fleas on Dogs Within 12 Hours
= Kills Reinfesting Fleas Within 2 Howrs .
o One Treatment Prevents Further Flea Infestation For At Least Four Weeks
o Kills Adult Fleas, Eggs, and Larvae
s Prevents Immature Fleas from Developing into Biting, Breeding Adults ,
o Provides 3-Way Protection Against Fleas, Breaking Life Cycle at Egg, Larval, !
and Adult Stages
%
Active Ingredients By Weight
Imidacloprid; 1-[(6-Chloro-3-pyridinyl) methyl]-N-nitro-2-imidazolidinimine . . 9.10%
Pyriproxyfen; 2-[1-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine . .. ........ 0.46%
Inert Ingredients . .. ... i i e e 90.44%
o T 100.00%
KEEP OUT OF REACH OF CHILDREN
CAUTION
See Below First Aid and Precautionary Statements veus
PRECAUTIONARY STATEMENTS R .
HAZARDS TO HUMANS sevens seasie
Harmful if swallowed. Causes moderate eye irritation. Avoid contact wn.h ::y.es or dotbuig
Wash hands thoroughly with soap and warm water after handling. R .
x:moiij/labelspr/AdvanPlus16-6pk. Doc Page 1 of 8
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HAZARDS TO DOMESTIC ANIMALS

For external use only. _
Do not use on puppies under 7 weeks of age.

As with any product, consult your veterinarian before using this product on debilitated, aged,
pregnant or nursing animals. Individual sensitivities, while rare, may occur after using ANY
pesticide product for pets. If signs persist, or become more severe, consult a veterinarian
immediately. If your animal is on medication, consult your veterinarian before using this or
any other product. For consumer questions call I-800-255-6826. For medical emergencies
call 1-877-258-2280.

FIRST AID

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes.
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a
poison control center or doctor for treatment advice.

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice.
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do
so by the poison control center or doctor. Do not give anything to an unconscious person.

If on skin: Wash with plenty of soap and water,
To Physician: Treat the patient symptomatically.

Six 0.4 ml, Tubes

EPA Est. 11556-DEU-1
EPA Reg. No. 11556-XXX

Manufactured For
Bayer Corporation cooe
Agriculture Division teeses eese
Animal Health - . °.
Shawnee Mission, Kansas 66201 USA sesens Seeete
Made in Germany “:-o. : ....

x:moiij/labelspr/AdvanPlus 10-6pk. Doe Page 2 of 8
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(Back Panel)

Advantage Plus® 10

Topical Solution
Fast
Effective
Multi-Stage Flea Control

Once-A-Month Topical Flea Treatment for Dogs
and Puppies 7 Weeks and Older and 10 lbs. and Under

Available only through licensed practicing veterinarians
Kills fleas within 12 hours

Kills reinfesting fleas within 2 hours

Prevents reinfestation for up to 4 weeks

Convenient, easy to apply

Kills adult fleas, eggs and larvae

READ ENTIRE LABEL BEFORE EACH USE
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(Leaflet)
Advantage Plus® 10
Topical Solution

Once-A-Month Topical Flea Treatment for Dogs and
Puppies 7 Weeks and Older and 10 1bs and Under

READ ENTIRE LABEL BEFORE USE

For the Prevention and Treatment of Flea Infestation on Dogs.

' %
Active Ingredients By Weight
Imidacloprid; 1-{(6-Chloro-3-pyridinyl) methyl]-N-nitro-2-imidazolidinimine . . 9.10%
Pyriproxyfen; 2-[1-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine . . ......... 0.46%
Inert Ingrediemts . .. i e e e 90.44%
1 - P 100.00%

KEEP OUT OF REACH OF CHILDREN
CAUTION

See Below First Aid and Precautionary Statements

PRECAUTIONARY STATEMENTS
o HAZARDS TO HUMANS

Harmful if swallowed. Causes moderate eye irritation. Avoid contact with eyes or clothing.
Wash hands thoroughly with soap and warm water after handling.

HAZARDS TO DOMESTIC ANIMALS

For external use only.
Do not use on puppies under 7 weeks of age. cres

As with any product, consult your veterinarian before using this product & cﬁabalitated, aged,
pregnant or nursing animals. Individual sensitivities, while rare, may occurefier usiégoANY
pesticide product for pets. If signs persist, or become more severe, consult 4 ygterinarian,
immediately. If your animal is on medication, consult your veterinarian befere using thiedr
any other product, For consumer questions call 1-800-255-6826. For medidal®emergenties
call 1-877-258-2280. T
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FIRST AID

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes.
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a
poisen control center or doctor for treatment advice.

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice.
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do
so by the poison control center or doctor. Do not give anything to an unconscious person.

If on skin: Wash with plenty of soap and water,
To Physician: Treat the patient symptomatically.

DIRECTIONS FOR USE

It is a violation of Federal Law to use this product in a manner inconsistent with its labeling,

HOW TO APPLY
i. Use only on dogs. Do not use on other animals.
2. Remove one applicator tube from the package.

7
3. Hold applicator tube in an upright position. Pul] cap off tube. E- -E.E . .E.:-.
4, Tum the cap around and place other end of cap back on tube. "5"% Peeets
5. Twist cap to break seal, then remove cap from tube, e E:‘ P . ’
coos
x:moiijflabelspr/AdvanPlus]0-6pk. Doc Page 5 of 8 o
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6. The dog should be standing for easy application. Part the hair on the dog’s back,
between the shoulder blades, until skin is visible. Place the tip of the tube on the skin
and squeeze the tube twice to expel the entire contents directly on the skin.

Do not get this product in your pet’s eyes or mouth.

7. Discard empty tube as described in Storage and Disposal.

The successive feeding activity of fleas on pets frequently elicits a hypersensitivity skin
disorder known as flea allergy dermatitis (FAD). Treatment of pets with Advantage Plus®
rapidly kills fleas and reduces the incidence of this condition.

Advantage Plus® kills 98-100% of the existing fleas on pets within 12 hours. Reinfesting
fleas are killed within 2 hours with protection against further flea infestation lasting for up to
four (4) weeks. Pre-existing pupae in the environment may continue fo emerge for six

(6) weeks or longer depending upon the climatic conditions.

Fleas, eggs and larvae in the pet’s surroundings are killed following contact with an
Advantage Plus® treated pet. Advantage Plus® provides multi-stage flea control effectively
breaking all flea life-cycle stages for quick and lasting control of flea populations.

Advantage Plus® kills adult fleas quickly, inhibits the development of immature flea life
stages and prevents them from reaching the biting adult stage.

Advantage Plus® remains efficacious following a shampoo treatment, swimming or afjer*

exposure to rain or sunlight. E“?E ...:
L ] -
- .
Monthly treatinents are required for optimal control and prevention of ﬂeégs “E teeeie
L -t -
-« 4 -
If re-treatment becomes necessary earlier than four weeks, do not re-treat moresthan once
weekly.
* atan *
LEL N 3 ]
L ] -
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STORAGE AND DISPOSAL

Do not contaminate water, food or feed by storage or disposal.

Storage: Store in a cool, dry place. Pesticide Disposal: Securely wrap original container in
several layers of newspaper and discard in trash. Container Disposal: Do not reuse empty
container. Wrap container and put in trash.

LIMITED WARRANTY AND LIMITATION OF DAMAGES

Bayer Corporation, Agriculture Division, Animal Health warrants that this material conforms
to the chemical description on the label. BAYER CORPORATION MAKES NO OTHER
EXPRESS OR IMPLIED WARRANTY, INCLUDING ANY OTHER EXPRESS OR

0 IMPLIED WARRANTY OF FITNESS OR MERCHANTABILITY, and no agent of Bayer
Corporation is authorized to do 50 except in writing with a specific reference to this warranty.
Any damages arising from a breach of this warranty shall be limited to direct damages and
shall not tnclude consequential commercial damages such as loss of profits or values, etc.

EPA Est. 11556-DEU-1
EPA Reg. No. 11556-XXX
Manufactured for Bayer Corporation

Agriculture Division, Animal Health
Shawnee Mission, Kansas 66201 U.S.A.
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(Label on Individual Tube)
Advantage Plus®
9.10% Imidacloprid

0.46% Pyriproxyfen

0.4 mlL

EPA Reg. No, 11556-XXX

CAUTION

Keep Out of Reach of Children

Read The Entire Label Before Use

BAYER
Lot No. 0000000
x:moiij/labelspr/AdvanPlus10-6pk. Doc Page 8 of 8 -
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{Front Panel)

Advantage Plus® 10

Topical Solution

Once-A-Month Topical Flea Treatment For Dogs and
Puppies 7 Weeks and Older and 10 lbs. and Under

READ ENTIRE LABEL BEFORE EACH USE

For the Prevention and Treatment of Flea Infestations on Dogs

o Available Only Through Licensed Practicing Veterinarians
o Kills 98-100% of the Fleas on Dogs Within 12 Hours
» Kills Reinfesting Fleas Within 2 Hours - '
s  One Treatment Prevents Further Flea Infestation For At Least Four Weeks
o Kills Aduit Fleas, Eggs, and Larvae
¢ Prevents Immature Fleas from Developing into Biting, Breeding Adults
e Provides 3-Way Protection Against Fleas, Breaking Life Cycle at Egg, Larval,
and Adult Stages
%o
Active Ingredients By Weight
Imidacloprid; 1-[(6-Chloro-3-pyridinyl} methyl]-N-nitro-2-imidazolidinimine . . 9.10%
Pyriproxyfen; 2-f1-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine . .......... 0.46%
InertIngredients . . . ... ..ot i e e 90.44%
1 e 100.00%
KEEP OUT OF REACH OF CHILDREN
CAUTION
See Below First Aid and Precautionary Statements I
PRECAUTIONARY STATEMENTS & 33 .
HAZARDS TO HUMANS copees Teeels
Harmful if swallowed. Causes moderate eye irritation. Avoid contact wuh g:yps or c{othlpg
Wash hands thoroughly with soap and warm water after handling. ":. . .
x:moiij/labelspr/AdvanPlus10-6pk. Doc Page 1 of 8
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HAZARDS TO DOMESTIC ANIMALS

For external use only. _
Do not use on puppies under 7 weeks of age.

As with any product, consult your veterinarian before using this product on debilitated, aged,
pregnant or nursing animals. Individual sensitivities, while rare, may occur after using ANY
pesticide product for pets. If signs persist, or become more severe, consult a veterinarian
immediately. If your animal is on medication, consult your veterinarian before using this or
any other product. For consumer questions call [-800-255-6826. For medical emergencies
call [-877-258-2280.

FIRST AID

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes.
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Calla
poison control center or doctor for treatment advice,

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice.
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do
so by the poison control center or doctor. Do not give anything to an unconscious person.

If on skin: Wash with plenty of soap and water.
To Physician: Treat the patient symptomatically.

Six 0.4 mL Tubes

EPA Est. 11556-DEU-1
EPA Reg. No. 11556-XXX

Manufactured For

Bayer Corporation rece
Agriculture Division seeses vese
Animal Health ¢ *
Shawnee Mission, Kansas 66201 USA eesess  seeele
Made in Germany ":oo. : .o..
x:moiij/labelspr/AdvanPlus 10-6pk. Doc Page 2 of 8
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(Back Panel)

Advantage Plus® 10

Topical Solution
Fast
Effective
Muiti-Stage Flea Control

Once-A-Month Topical Flea Treatment for Dogs
and Puppies 7 Weeks and Older and 10 Ibs. and Under

Available only through licensed practicing veterinarians
Kills fleas within 12 hours

Kills reinfesting fleas within 2 howss

Prevents reinfestation for up to 4 weeks

Convenient, easy to apply

Kills adult fleas, eggs and larvae

READ ENTIRE LABEL BEFORE EACH USE
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(Leaflet)
Advantage Plus® 10
Topical Solution

Once-A-Month Topical Flea Treatment for Dogs and
Puppies 7 Weeks and Older and 10 lbs and Under

READ ENTIRE LABEL BEFORE USE

For the Prevention and Treatment of Flea Infestation on Dogs.

%
o Active Ingredients By Weight
Imidacloprid; 1-[(6-Chloro-3-pyridinyl) methyl]-N-nitro-2-imidazolidinimine . . 9.10%
Pyriproxyfen; 2-[1-methyl-2-(4-phenoxyphenoxy}ethoxy] pyridine . .......... 0.46%
InertIngredients .. .. ... ... o i 90.44%
0037 P 100.00%

KEEP OUT OF REACH OF CHILDREN
CAUTION

See Below First Aid and Precautionary Statements

PRECAUTIONARY STATEMENTS
HAZARDS TO HUMANS

Harmful if swallowed. Causes moderate eye irritation. Avoid contact with eyes or clothing.
Wash hands thoroughly with soap and warm water after handling.

HAZARDS TO DOMESTIC ANIMALS

For external use only.
Do not use on puppies under 7 weeks of age. sous
As w1th any product, consult your veterinarian before using this product of debylitated, aged,
pregnant or nursing animals. Individual sensitivities, while rare, may occws aftar usidg ANY
pesticide product for pets. If 51gns persist, or become more severe, consult 2 yptermagan
immediately. If your animal is on medication, consult your veterinarian before using tHiedr
any other product, For consumer questions call 1-800-255-6826. For megdiga) ©mergenties

.!‘.

call 1-877-258-2280. * ees®

x:moii}/abelspr/AdvanPlus10-6pk. Dac Page 4 of 8
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FIRST AID

Ifin eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes.
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Calla
poison control center or doctor for treatment advice.

[f swallowed: Call a Poison Control Center or doctor immediately for treatment advice.
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do
so by the poison control center or doctor. Do not give anything to an unconscious person.

If on skin: Wash with plenty of soap and water.
To Physician: Treat the patient symptomaticaliy.

o DIRECTIONS FOR USE

It is a violation of Federal Law to use this product in a manner inconsistent with its labeling,

HOW TO APPLY
1. Use only on dogs. Do not use on other animals.
2. Remove one applicator tube from the package.

3. Hold applicator tube in an upright position. Pull cap off tube.  g*v2°: sele
4, Turmn the cap around and place other end of cap back on tube, ~ **3e¢s  ssesis
5. Twist cap to break seal, then remove cap from tube. vegee,  + TS
xmoiijflabelspr/AdvanPius 10-6pk. Doc Page 5 of 8

203




Reason To Issue:  Propose Registration Date: 04/07/00
Supersedes: None

6. The dog should be standing for easy application. Part the hair on the dog’s back,
between the shoulder blades, until skin is visible. Place the tip of the tube on the skin
and squeeze the tube twice to expel the entire contents directly on the skin.

Do not get this product in your pet’s eyes or mouth.

7. Discard empty tube as described in Storage and Disposal.

The successive feeding activity of fleas on pets frequently elicits a hypersensitivity skin
disorder known as flea allergy dermatitis (FAD). Treatment of pets with Advantage Plus®
rapidly kills fleas and reduces the incidence of this condition.

Advantage Plus® kills 98-100% of the existing fleas on pets within 12 hours. Reinfesting
fleas are killed within 2 hours with protection against further flea infestation lasting for up to
four (4) weeks. Pre-existing pupae in the environment may continue to emerge for six

(6) weeks or longer depending upon the climatic conditions.

Fleas, eggs and larvae in the pet’s surroundings are killed following contact with an
Advantage Plus@® treated pet. Advantage Plus® provides multi-stage flea control effectively
breaking all flea life-cycle stages for quick and lasting control of flea populations.

Advantage Plus® kills adult fleas quickly, inhibits the development of immature flea life
stages and prevents them from reaching the biting adult stage.

Advantage Plus® remains efficacious following a shampoo treatment, swimming or af§er

exposure to rain or sunlight. R

Monthly treatments are required for optimal control and prevention of fle%s

If re-treatment becomes necessary earlier than four weeks, do not re-treat Tridre than oncé
weekly LEN YT
. [ R LN ]

x:motti/labelspr/AdvanPlus 10-6pk. Doc Page 6 0f 8
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STORAGE AND DISPOSAL

Do not contaminate water, food or feed by storage or disposal.

Storage: Store in a cool, dry place. Pesticide Disposal: Securely wrap original container in
several layers of newspaper and discard in trash. Container Disposal: Do not reuse empty
container. Wrap container and put in trash.

LIMITED WARRANTY AND LIMITATION OF DAMAGES

Bayer Corporation, Agriculture Division, Animal Health warrants that this material conforms
to the chernical description on the label. BAYER CORPORATION MAKES NO OTHER
EXPRESS OR IMPLIED WARRANTY, INCLUDING ANY OTHER EXPRESS OR

o IMPLIED WARRANTY OF FITNESS OR MERCHANTABILITY, and no agent of Bayer
Corporation is authorized to do so except in writing with a specific reference to this warranty.
Any damages arising from a breach of this warranty shall be limited to direct damages and
shall not include consequential commercial damages such as loss of profits or values, etc.

EPA Est. 11556-DEU-1
EPA Reg. No. 11556-XXX
Manufactured for Bayer Corporation

Agriculture Division, Animal Health
Shawnee Mission, Kansas 66201 U.5.A.
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{Label on Individual Tube}
Advantage Plus®
9.10% Imidacloprid

0.46% Pyriproxyfen

0.4 mL

EPA Reg. No. 11556-XXX

CAUTION

Keep Out of Reach of Children
Read The Entire Label Before Use
BAYER

Lot No. 0000000
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(Front Panel)

Advantage Plus® 10

Topical Solution

Once-A-Month Topical Flea Treatment For Dogs and
Puppies 7 Weeks and Older and 10 Ibs, and Under

READ ENTIRE LABEL BEFORE EACH USE

For the Prevention and Treatment of Flea Infestations on Dogs

o Available Only Through Licensed Practicing Veterinarians

o Xills 98-100% of the Fleas on Dogs Within 12 Hours

+ Kills Reinfesting Fleas Within 2 Hours . '

e One Treatment Prevents Further Flea Infestation For At Least Four Weeks

s Kills Adult Fleas, Eggs, and Larvae

o Prevents Immature Fleas from Developing into Biting, Breeding Adults

o Provides 3-Way Protection Against Fleas, Breaking Life Cycle at Egg, Larval,

and Adult Stages
%
Active Ingredients By Weight
Imdacloprid; 1-[(6-Chloro-3-pyridinyl} methyl]-N-nitro-2-imidazolidinimine . . 9.10%
Pyriproxyfen; 2-[I-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine ... ........ 0.46%
Inert Ingredients . ..o vttt i i e e e 90.44%
7 S 100.00%
KEEP OUT OF REACH OF CHILDREN
CAUTION
See Below First Aid and Precautionary Statements
PRECAUTIONARY STATEMENTS A0 3 T
HAZARDS TO HUMANS T e,

Harmful if swallowed. Causes moderate eye irritation. Avoid contact with ey&s or c!dtluhg
Wash hands thoroughly with soap and warm water after handling, et .
x:moiij/labelspr/AdvanPlus10-6pk. Doc Page 1 of 8 e
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HAZARDS TO DOMESTIC ANIMALS

For external use only. ,
Do not use on puppies under 7 weeks of age.

As with any product, consult your veterinarian before using this product on debilitated, aged,
pregnant or nursing animals. Individual sensitivities, while rare, may occur after using ANY
pesticide product for pets. If signs persist, or become more severe, consult a veterinarian
immediately. If your animal is on medication, consult your veterinarian before using this or
any other product. For consumer questions call [-800-255-6826. For medical emergencies
call 1-877-258-2280.

FIRST AID

Ifin eyes: Hold eye open and rinse stowly and gently with water for 15-20 minutes.
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Calla
poison control center or doctor for treatment advice.

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice.
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do
so by the poison control center or doctor. Do not give anything to an unconscious person.

If on skin: Wash with plenty of soap and water.
To Physician: Treat the patient symptomatically.

Six 0.4 mL Tubes

EPA Est. 11556-DEU-1
EPA Reg. No. 11556-XXX

Manufactured For

Bayer Corporation cous
Agriculture Division sesees -
Animal Health : . : .
Shawnee MiSSiOﬂ, Kansas 66201 JSA YT PTS-Y
Made in Gemlany noo:: E..!:'

x:moiij/labelspr/AdvanPlus 10-6pk. Doc Page 2 of 8
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(Back Panel)

Advantage Plus® 10

Topical Solution
Fast
Effective
Multi-Stage Flea Control

Once-A-Month Topical Flea Treatment for Dogs
and Puppies 7 Weeks and Older and 10 Ibs. and Under

Available only through licensed practicing veterinarians
Kills fleas within 12 hours

Kills reinfesting fleas within 2 hours

Prevents reinfestation for up to 4 weeks

Convenient, easy to apply

Kills adult fleas, eggs and larvae

e & & 6 0 0

READ ENTIRE LABEL BEFORE EACH USE

x:moiij/labelspr/AdvanPlus10-6pk. Doc Page 3 of 8
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(Leaflet)
Advantage Plus® 10
Topical Solution

Once-A-Month Topical Flea Treatment for Dogs and
Puppies 7 Weeks and Older and 10 1bs and Under

READ ENTIRE LABEL BEFORE USE

For the Prevention and Treatment of Flea Infestation on Dogs.

%
Active Ingredients By Weight
Imidacloprid; [-[(6-Chloro-3-pyridinyl) rnethyl]-N'-nitro-Z-imidazoiidiniminc .. 9.10%
Pyriproxyfen; 2-[1-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine ........... 0.46%
Inert Ingredients . . ... .. . it e 90.44%
5 1 100.00%

KEEP OUT OF REACH OF CHILDREN
CAUTION

See Below First Aid and Precautionary Statements

PRECAUTIONARY STATEMENTS
HAZARDS TO HUMANS

Harmful if swallowed. Causes moderate eye irritation. Avoid contact with eyes or clothing.
Wash hands thoroughly with soap and wanm water after handling.

HAZARDS TO DOMESTIC ANIMALS

For external use only.
Do not use on puppies under 7 weeks of age.

As with any product, consult your veterinarian before using this product oh débllitated, aged,
pregnant or nursing animals. Individual sensitivities, while rare, may occyg afiar usirgg ARY
pesticide product for pets, If signs persist, or become more severe, consult avetcrmahan
immediately. If your animal is on medication, consult your veterinarian bgfore usmg't?nspr
any other product. For consumer questions call 1-800-255-6826. For mcdléaj tmergensics

call 1-877-258-2280. R
x:moiij/labetspr/AdvanPius0-6pk, Doc Page 4 of 8
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Reason To Issue:  Propose Registration Date: 04/07/00

FIRST AID

If in eyes: Hold eye open and rinse stowly and gently with water for 15-20 minutes.
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a
poison control center or doctor for ireatment advice.

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice.
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do
so by the poison control center or doctor. Do not give anything to an unconscious person.

I on skin: Wash with plenty of soap and water.
To Physician: Treatthe patient symptomatically,

DIRECTIONS FOR USE

It is a violation of Federal Law to use this product in a manner inconsistent with its labeling.

HOW TO APPLY
Use only on dogs. Do not use on other animals.

2. Remove one applicator tube from the package.

3. Hold applicator tube in an upright position. Pull cap off tube.
4. Turn the cap around and place other end of cap back on tube.

5. Twist cap to break seal, then remove cap from tube. sesse

x:moiij/labelspr/AdvanPlus10-6pk. Doc Page 5of 8
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6. The dog should be standing for easy application. Part the hair on the dog’s back,
between the shoulder blades, until skin is visible. Place the tip of the tube on the skin
and squeeze the tube twice to expel the entire contents directly on the skin,

Do not get this product in your pet’s eyes or mouth.

7. Discard empty tube as described in Storage and Disposal.

The successive feeding activity of fleas on pets frequently elicits a hypersensitivity skin
disorder known as flea allergy dermatitis (FAD). Treatment of pets with Advantage Plus®
rapidly kills fleas and reduces the incidence of this conditjon.

Advantage Plus® kills 98-100% of the existing fleas on pets within 12 hours. Reinfesting
fleas are killed within 2 hours with protection against further flea infestation lasting for up to
four (4) weeks. Pre-existing pupae in the environment may continue to emerge for six

(6) weeks or longer depending upon the climatic conditions.

Fleas, eggs and larvae in the pet’s surroundings are killed following contact with an
Advantage Plus® treated pet. Advantage Plus® provides multi-stage flea control effectively
breaking all flea life-cycle stages for quick and lasting control of flea populations.

Advantage Plus® kills adult fleas quickly, inhibits the development of immature flea life
stages and prevents them from reaching the biting adult stage.

Advantage Plus® remains efficacious following a shampoo treatment, swimming or afies.
*

exposure to rain or sunlight. seeses  sese
* L »
- *
Monthly treatments are required for optimal control and prevention of fleasge+s teesis
» *
* 8 [} ) »
If re-treatment becomes necessary earlier than four weeks, do not re-treatanpre than onee
weekly. senes’ *
LA D]
.. *e ..
4888
LLE Y] *
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Supersedes: None

(Label on Individual Tube)
Advantage Plus®
9.10% Imidacloprid

0.46% Pyriproxyfen

04 mL

EPA Reg. No. 11556-XXX

CAUTION

Keep Out of Reach of Children

Read The Entire Label Before Use

BAYER
Lot No. 00006000
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Reason To Issue:  Propose Registration Date: 04/07/00
Supersedes: None

(Front Panel)

Advantage Plus® 10

Topical Solution

Once-A-Month Topical Flea Treatment For Dogs and
Puppies 7 Weeks and Older and 10 1bs. and Under

READ ENTIRE LABEL BEFORE EACH USE

For the Prevention and Treatment of Fiea Infestations on Dogs

o Available Only Through Licensed Practicing Veterinarians
¢ Kills 98-100% of the Fleas on Dogs Within 12 Hours
o Kills Reinfesting Fleas Within 2 Hours . '
o One Treatment Prevents Further Flea Infestation For At Least Four Weeks
o Kills Adult Fleas, Eggs, and Larvae
¢ Prevents Immature Fleas from Developing into Biting, Breeding Adults
¢ Provides 3-Way Protection Against Fleas, Breaking Life Cycle at Egg, Larval,
and Adult Stages
%
Active Ingredients By Weight
Imidacloprid; 1-[(6-Chloro-3-pyridinyl} methy!]-N-nitro-2-imidazolidinimine . . 9.10%
Pyriproxyfen; 2-{l-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine . .. ........ 0.46%
Inert INEIedientS . . ..o e e e 90.44%
1Y P 100.00%
KEEP OUT OF REACH OF CHILDREN
CAUTION
See Below First Aid and Precautionary Statements s
PRECAUTIONARY STATEMENTS T . e
HAZARDS TO HUMANS
Harmful if swallowed. Causes moderate eye irmitation, Avoid contact with’§¥és or clothjng.
Wash hands thoroughly with soap and warm water after handling. sssse seee
x:moiij/fabelspr/AdvanPlus [0-6pk. Doc Page 1 of 8
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Supersedes: None

HAZARDS TO DOMESTIC ANIMALS

For external use only. ‘
Do not use on puppies under 7 weeks of age.

As with any product, consult your veterinarian before using this product on debilitated, aged,
pregnant or nursing animals. Individual sensitivities, while rare, may occur after using ANY
pesticide product for pets. If signs persist, or become more severe, consult a veterinarian
immediately. If your animal is on medication, consult your veterinarian before using this or
any other product. For consumer questions call 1-800-255-6826. For medical emergencies
call 1-877-258-2284.

FIRST AID

If in eyes: Hold eye open and ninse slowly and gently with water for 15-20 minutes.
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a
poison control center or doctor for treatment advice.

If swallowed: Call a Poison Contro] Center or doctor immediately for treatment advice.
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do
so by the poison control center or doctor. Do not give anything to an unconscious person.

If on skin: Wash with plenty of soap and water.
To Physician: Treat the patient symptomatically.

Six 0.4 mL Tubes

EPA Est. 11556-DEU-1
EPA Reg. No. 11556-XXX

Manufactured For

Bayer Corporation veeses  sess
Agriculture Division T .
Animal Health L reen teaele
Shawnee Mission, Kansas 66201 USA 2. .: :. .
Made in Germany : §::: .

x:moiij/labelspr/AdvanPius10-6pk. Doc Page 2 of 8
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(Back Panel)

Advantage Plus® 10

Topical Solution
Fast
Effective
Muiti-Stage Flea Control

Once-A-Month Topical Flea Treatment for Dogs
and Puppies 7 Weeks and Older and 10 1bs. and Under

s  Available only through licensed practicing veterinarians

o Kills fleas within 12 houss

¢ Kills reinfesting fleas within 2 howrs

¢ Prevents reinfestation for up to 4 weeks

¢ Convenient, easy to apply

o Kills adult fleas, eggs and larvae

READ ENTIRE LABEL BEFORE EACH USE

x:moifi/labelsps/AdvanPlus10-6pk. Doc Page 3 of 8
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Supersedes: None

(Leaflet)
Advantage Plus® 10
Topical Solution

Once-A-Month Topical Flea Treatment for Dogs and
Puppies 7 Weeks and Older and 10 lbs and Under

READ ENTIRE LABEL BEFORE USE

For the Prevention and Treatment of Flea Infestation on Dogs.

: %
Active Ingredients By Weight
Imidacloprid; 1-[(6-Chloro-3-pyridinyl) methyl]-N-nitro-2-imidazolidinimine . . 9.10%
Pyriproxyfen; 2-[I-methyl-2-(4-phenoxyphenoxyjethoxy] pyridine . .......... 0.46%
InertIngredients . .. .. ... .. i e e 90.44%
0 N 100.00%

KEEP OUT OF REACH OF CHILDREN
CAUTION

See Below First Aid and Precautionary Statements

PRECAUTIONARY STATEMENTS
HAZARDS TO HUMANS

Harmful if swallowed. Causes moderate eye irritation, Avoid contact with eyes or clothing.
Wash hands thoroughly with soap and warm water after handling.

HAZARDS TO DOMESTIC ANIMALS

For external use only.
Do not use on puppies under 7 weeks of age.

As with any product, consult your veterinarian before using this product oh debilitateg, aged,
pregnant or nursing animals. Individual sensitivities, while rare, may oceur aftet usm'g AN Y
pesticide product for pets. If signs persist, or become more severe, consult a vetennaglaq.

immediately. If your animal is on medication, consult your veterinarian befc:re Bising this or
any other product. For consumer questions call 1-800-255-6826. For medi¢af emergencres

Call 2'877'258'2280 saesn

- ]
LA R X ]
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FIRST AID

Ifin eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes.
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a
poison control center or doctor for treatment advice.

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice.
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do
so by the poison control center or doctor. Do not give anything to an unconscious person.

If on skin: Wash with plenty of scap and water,
To Physician: Treat the patient symptomatically.

DIRECTIONS FOR USE

It is a violation of Federal Law to use this product in a manner inconsistent with its labeling.

HOW TQ APPLY
1. Use only on dogs. Do not use on other animals.
2. Remove one applicator tube from the package.

3. Hold applicator tube in an upright position. Pull cap off tube. ¢ . :. .
4. Turn the cap around and place other end of cap back on tube. :. .: :, .
5. Twist eap to break seal, then remove cap from tube. it .
x:moiij/labeispr/AdvanPlus10-6pk. Doc Page 5 of 8
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6. The dog shouid be standing for easy application. Part the hair on the dog’s back,
between the shoulder blades, until skin is visible. Place the tip of the tube on the skin
and squeeze the tube twice to expel the entire contents directly on the skin,

Do not get this product in your pet’s eyes or mouth.

7. Discard empty tube as described in Storage and Disposal.

The successive feeding activity of fleas on pets frequently elicits a hypersensitivity skin
disorder known as flea allergy dermatitis (FAD). Treatment of pets with Advantage Plus®
rapidly kills fleas and reduces the incidence of this condition.

Advantage Plus® kills 98-100% of the existing fleas on pets within 12 hours. Reinfesting
fleas are killed within 2 hours with protection against further flea infestation lasting for up to
four (4) weeks. Pre-existing pupae in the environment may continue to emerge for six

(6) weeks or longer depending upon the climatic conditions.

Fleas, eggs and larvae in the pet’s surroundings are killed following contact with an
Advantage Plus® treated pet. Advantage Plus® provides multi-stage flea control effectively
breaking all flea life-cycle stages for quick and lasting control of flea populations.

Advantage Plus® kills adult fleas quickly, inhibits the development of immature flea life
stages and prevents them from reaching the biting adult stage.

Advantage Plus® remains efficacious following a shampoo treatment, swmmg orafter

exposure to rain or sunlight. . v *
TITTL] :' e ' b
* L ]
Monthly treatments are required for optimal control and prevention of fleas*, .* e, o,
...0- - *e
If re-treatment becomes necessary earlier than four weeks, do not rc—trcat.n'ﬁme‘man onc'e
Weekly . ....
LE X X
- *
[ E ALK ]
x:moiijlabelspr/AdvanPlus18-6pk. Doc Page 6 of 8
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STORAGE AND DISPOSAL

Do not contaminate water, food or feed by storage or disposal.

Storage: Store ina cool, dry place. Pesticide Disposal: Securely wrap original container in
several layers of newspaper and discard in trash. Centainer Disposal: Do not reuse empty
container. Wrap container and put in trash.

LIMITED WARRANTY AND LIMITATION OF DAMAGES

Bayer Corporation, Agriculture Division, Animal Health warrants that this material conforms
to the chemical description on the label. BAYER CORPORATION MAKES NO OTHER
EXPRESS OR IMPLIED WARRANTY, INCLUDING ANY OTHER EXPRESS OR
IMPLIED WARRANTY OF FITNESS OR MERCHANTABILITY, and no agent of Bayer
Corporation is authorized to do so except in writing with a specific reference to this warranty.
Any damages arising from a breach of this warranty shall be limited to direct damages and
shall not include consequential commercial damages such as loss of profits or values, etc.

EPA Est. 11556-DEU-1
EPA Reg. No. 11556-XXX
Manufactured for Bayer Corporation

Agriculture Division, Animal Health
Shawnee Misston, Kansas 66201 U.S.A.

” aede
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(Label on Individual Tube)
Advantage Plus®
9.10% Imidacloprid

0.46% Pyriproxyfen

0.4 mL

EPA Reg. No. 11556-XXX

CAUTION

Keep Out of Reach of Children

Read The Entire Label Before Use

BAYER
Lot No. 0000000
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(Front Panel)

Advantage Plus® 10

Topical Solution

Once-A-Month Topical Flea Treatment For Dogs and
Puppies 7 Weeks and Older and 10 Ibs, and Under

READ ENTIRE LABEL BEFORE EACH USE

For the Prevention and Treatment of Flea Infestations on Dogs

e Available Only Through Licensed Practicing Veterinarians

e Kills 98-100% of the Fleas on Dogs Within 12 Hours

e Kills Reinfesting Fleas Within 2 Hours . ‘

e One Treatment Prevents Further Flea Infestation For At Least Four Weeks

¢ Kills Adult Fleas, Eggs, and Larvae

¢ Prevents Immature Fleas from Developing into Biting, Breeding Adults

e Provides 3-Way Protection Against Fleas, Breaking Life Cycle at Egg, Larval,

and Adult Stages
%
Active Ingredients By Weight
Imidacloprid; 1-{(6-Chloro-3-pyridinyl) methyl]-N-nitro-2-imidazolidinimine .. 9.10%
Pyriproxyfen; 2-[1-methyl-2-(4-phenoxyphenoxy)ethoxy] pyridine........... 0.46%
InertIngredients . . ... i e _90.44%
Total . . o e 100.00%
KEEP OUT OF REACH OF CHILDPREN
CAUTION
See Below First Aid and Precautionary Statements R
PRECAUTIONARY STATEMENTS IR
HAZARDS TO HUMANS BRI

Harmful if swallowed. Causes moderate eye irritation. Avoid contact with 'ég or clothing.
Wash hands thoroughly with soap and warm water after handling, senee RN
x:moiii/labelspr/AdvanPlus18-6pk. Doc Page 1 of 8
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HAZARDS TO DOMESTIC ANIMALS

For external use only. _
Do not use on puppies under 7 weeks of age.

As with any product, consult your veterinarian before using this product on debilitated, aged,
pregnant or nursing animals. Individual sensitivities, while rare, may occur after using ANY
pesticide product for pets. If signs persist, or become more severe, consult a veterinarian
immediately. If your animal is on medication, consult your veterinarian before using this or
any other product. For consumer questions call 1-800-255-6826. For medical emergencies
call 1-877-258-2280.

FIRST AID

If in eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes.
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Calla
poison control center or doctor for treatment advice.

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice.
Have person sip a glass of water if able to swallow. Do not induce vomiting unjess told to do
so by the poison control center or doctor. Do not give anything to an unconscious person.

If on skin: Wash with plenty of soap and water,
To Physician: Treat the patient symptomatically.

Six 0.4 mL Tubes

EPA Est. 11556-DEU-1
EPA Reg. No. 11556-XXX

Manufactured For
Bayer Corporation teesse ..::. )
Agriculture Division T e s .
Animal Health eees Seeele
Shawnee Mission, Kansas 66201 USA LY
Made in Germany : g:: : .

x:moiij/tabeispr/AdvanPlus10-6pk. Doc Page 2 of 8
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(Back Panel)

Advantage Plus® 10

Topical Solution
Fast
Effective
Multi-Stage Flea Control

Once-A-Month Topical Flea Treatment for Dogs
and Puppies 7 Weeks and Older and 10 lbs. and Under

e Available only through licensed practicing veterinarians

e Kills fleas within 12 hours

e Kills reinfesting fleas within 2 hours

e Prevents reinfestation for up to 4 weeks

o Convenient, easy to apply

e Kills adult fleas, eggs and larvae

READ ENTIRE LABEL BEFORE EACH USE

x:moiii/labelspr/AdvanPlus10-6pk. Doc Page 3 of 8
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Reason To Issue:  Propose Registration Date: 04/07/00
Supersedes: None

{Leaflet)
Advantage Plus® 10
Topical Solution

Once-A-Month Topical Flea Treatment for Dogs and
Puppies 7 Weeks and Older and 10 ibs and Under

READ ENTIRE LABEL BEFORE USE

For the Prevention and Treatment of Fiea Infestation on Dogs.

%
o Active Ingredients By Weight
Imidacloprid; 1-[(6-Chloro-3-pyridinyl) methyl}-N-nitro-2-imidazolidinimine . . 9.10%
Pyriproxyfen; 2-{1-methyi-2-(4-phenoxyphenoxy)ethoxy] pyridine ... ........ 0.46%
Inert Ingredients . ... ... . . i i e e 90.44%
Total . o e 100.00%

KEEP QUT OF REACH OF CHILDREN
CAUTION

See Below First Aid and Precautionary Statements

PRECAUTIONARY STATEMENTS
HAZARDS TO HUMANS

Harmful if swallowed. Causes moderate eye irritation. Avoid contact with eyes or clothing.
Wash hands thoroughly with soap and warm water after handling.

HAZARDS TO DOMESTIC ANIMALS

For extemal use only.
Do not use on puppies under 7 weeks of age.

LA L)
L]

sveswe teo g
t v &
.

As with any product consult your veterinarian before using this product o'h debilitated, qgf;cl
pregnant or nursing animals. Individual sensitivities, while rare, may occur ziftfzr usn‘[ ANY
pesticide product for pets. If signs persist, or become more severe, consult a vctennaglaq .
immediately. If your animal is on medication, consuit your veterinarian before Iising this or
any other product. For consumer questions call 1-800-255-6826. For medfital emergenerss
call 1-877-258-2280. veve

L X LR J
-
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FIRST AID

Ifin eyes: Hold eye open and rinse slowly and gently with water for 15-20 minutes.
Remove contact lenses, if present, after the first 5 minutes, then continue rinsing eye. Call a
poison control center or doctor for treatment advice.

If swallowed: Call a Poison Control Center or doctor immediately for treatment advice.
Have person sip a glass of water if able to swallow. Do not induce vomiting unless told to do
so by the poison control center or doctor. Do not give anything to an unconscious person.

If on skin: Wash with plenty of soap and water.
To Physician: Treat the patient symptomatically.

DIRECTIONS FOR USE

It is a violation of Federal Law to use this product in a manner inconsistent with its labeling.

HOW TO APPLY
1. Use only on dogs. Do not use on other animals.
2. Remove one applicator tube from the package.

3. Hold applicator tube in an upright position. Pull cap off tube. % =+ : .
4. Tum the eap around and place other end of cap back on tube. SR

sbe e «.
5. Twist cap to break seal, then remove cap from tube. R .
x:motij/labelspr/AdvanPlus10-6pk. Doc Page 5 of 8
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6. The dog should be standing for easy application. Part the hair on the dog’s back,
between the shoulder blades, until skin is visible. Place the tip of the tube on the skin
and squeeze the tube twice to expel the entire contents directly on the skin.

Do not get this product in your pet’s eyes or mouth,

7. Discard empty tube as described in Storage and Disposal.

The successive feeding activity of fleas on pets frequently elicits a hypersensitivity skin
disorder known as flea allergy dermatitis (FAD). Treatment of pets with Advantage Plus®
rapidly kills fleas and reduces the incidence of this condition.

Advantage Plus® kills 98-100% of the existing fleas on pets within 12 hours. Reinfesting
fleas are killed within 2 hours with protection against further flea infestation lasting for up to
four (4) weeks. Pre-existing pupae in the environment may continue to emerge for six

{6) weeks or longer depending upon the climatic conditions.

Fleas, eggs and larvae in the pet’s surroundings are killed following contact with an
Advantage Plus® treated pet. Advantage Plus® provides multi-stage flea control effectively
breaking all flea life-cycle stages for quick and lasting control of flea populations.

Advantage Plus® kills adult fleas quickly, inhibits the development of immature flea life
stages and prevents them from reaching the biting adult stage.

[ R R X

Advantage Plus® remains efficacious following a shampoo treatment, swinuning or\-a&er
exposure to rain or sunlight. P

. »
XY IR T] LA
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Reason To Issue:  Propose Registration Date: 04/07/00

STORAGE AND DISPOSAL

Do not contaminate water, food or feed by storage or disposal.

Storage: Store in a cool, dry place. Pesticide Disposal: Securely wrap original container in
several layers of newspaper and discard in trash. Contairer Disposal: Do not reuse empty
container. Wrap container and put in trash.

LIMITED WARRANTY AND LIMITATION OF DAMAGES

Bayer Corporation, Agriculture Division, Animal Health warrants that this material conforms
to the chemical description on the label. BAYER CORPORATION MAKES NO OTHER
EXPRESS OR IMPLIED WARRANTY, INCLUDING ANY OTHER EXPRESS OR

o IMPLIED WARRANTY OF FITNESS OR MERCHANTABILITY, and no agent of Bayer

Any damages arising from a breach of this warranty shall be limited to direct damages and
shall not include consequential commercial damages such as loss of profits or values, etc.

EPA Est. 11556-DEU-1
EPA Reg. No. 11556-XXX
Manufactured for Bayer Corporation

Agriculture Division, Animal Health
Shawnee Mission, Kansas 66201 U.S.A.
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Corporation is authorized to do so except in writing with a specific reference to this warranty.
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Reason To Issue:  Propose Registration Date: 04/07/00
Supersedes: None

{Label on Individual Tube)
Advantage Plus®
8.10% Imidacloprid

0.46% Pyriproxyfen

0.4 mL

EPA Reg. No. 11556-XXX

CAUTION

Keep Out of Reach of Children
Read The Entire Label Before Use
BAYER

Lot No. 6000000
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